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^= (57) Abstract: Use of a polypeptide having a ligand activity to sensory epithelium neuropeptide-like receptor (SENR) which is a G 

— — protein-coupled receptor protein and DNA encoding the same. Drugs against attention deficit disorder or narcolepsy containing the 
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= thereof characterized by using the above-described polypeptide, its precursor protein or its salt 

~ (57) mm-. 

H GIfif JtftSl/tT'i'-iSStijSSENR (sensory epithe 
= Hum neuropeptide-like receptor) &f 1" 5 V # ^ K f§ t£ & "t" 5 
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w m m 

5 mtftw 

^mmix Giei*ts^^-ieit$)5GPR 1 4[senr 

(sensory epithelium neuropeptide-like receptor) ]M&J"f~<5 ]) 13V K^g'IltSr^ 
•T5 ^ 0 V^/f K& £t>Mfr£ Ki"5 D NA©fflI^ if fcgH-5„ . 

io WJtfiffi 

guanine nucleotide-binding protein (JgJLTx GS6flC£Bfr$fci~5i&£-;&Sfc<5) 

NR#fc5(Tal, M. et al., Biochem. Biophys. Res. Commun, 209, 752-759, 
1995) 0 SENRfty^F^^^VW- (SSTR4) fcfiV^^n^-^fc 

20 ^©y^K^-efe5^^«:r^T*TOTfeofc 0 Marchese, 

A. b «t o $ ftfc G P R 1 4 (Marchese, A., Genomics, 29, 335-344, 

1995) teSENRilig— ©l/t^-tfe5o Ms 
t> n 7 1 yWII(urotensin H)"Cfe6 r. b tiW&<Dy/\^-7fr 
(Davenport, A.P. and Maguire, J. J., Trends Pharmacol Sci. 21, 80-82, 

25 2000) „ 
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^-e^L"CV^SGS&K*SfflV"fe^--ea!)5GPR 1 4 (SENR) fc*fr 

i-s y m, boss*: l-cwjtc&s k%z.hti% 0 ^(Dmmi^^xfcmm 

Mtilt* (Ames, RS.,etaL, Nature, 401, 282-286, 1999) flS&SA^ 

5 

#3§9J*bte> GPR14 (SENR) y#^K&7 5> h<«^f*H- 

f^ir^-I^ft (GPR14 (SENR) ) ^ y K£ LTSH8i1-5 
10 # JJ ^7°^ KOflMl, b^-tS - t ScjBfi5b Lfc 0 

iW^T»l)5 !) K^H^TSat^l^fe 

15 -tfttt, #3§to, 

(1) ivmztiZT ^ /mm\\tm-i>L<temm^m-<DT ^ 

(2) ^Iftl^-OT y Sffi?iiTOJ#f : 2, IS?IJ#4§-: 9, Wffi$*$r : 
20 10, ia^IJ#-^ : 18, E#l#-i§- : 19, Ifi?lJ#-^ : 24, IBM#^ : 2 6 , IS 

2 7, 2 8 : 2 9 T«§tL6T 5 / 

fes±tB (i) mm^im^imm^tz.^'r^v-fiy-m, 

(3) ±!E (l) IB«©^y^^K*=--K^-«iftffl?!ISrt^t-SDNA^ 

25 (4) DNA^ga^lJ#-§- : l 2, jE2?«## : 1 3, : 3 4, : 

2 0 , 1B^J#^- : 2 1 , 1B^J#^- : 2 5 , : 3 0 , : 3 1 , IB 

£IJ#-^ : 3 2^fc^ia^tJ#-^ : 3 aTmZtlZmggffltrg&tZDtfAVbZ 
±12 (3) |B«<Z)feLaE^Pfel^**^^^nvyv^lJ, 
(5) ±12 (1) IB«0#5^^K0flffK^y^Kt>L<t±^WT5 Kt> 
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(6) W$m^: 7, mm^: 8 S W&m-fr: 14, ia^J#^: 1 7&fcf« 

mm*&%irz±m (5) mmvfcmmxmmm^tcimi-^^^y-M, 

tt-t©^ ffclt-e©W^ L< tt-tro&Sr/Hi^ r. £ Wit 

j mm^t^-r^ u k t> 1 < (^^r ^ Kt> t < ^(o^^^it 

(9) ±|B (7) |B«4©^^y-^^^lfe*fcfi±fB (8) mm<Dx?y-^ 

do) ±13 (9) iB«©ft^*fcf4^©^^#t5r-fc*4mii"«^ 
t^R&Pllt) L< liSt/^ I'/v/^SfclW^ ^FBR, tfifit*? 

(1 1) JhfB (l) IES«07Ky^^KS:3-Ki-*i«E5lIS:^^i-5DNA 

(12) ±ia (i) iB«©aKy-<^K^fcf±±iB (5) iB«<0$raft*>v^ 
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(i 3) 3*fcfiia?ij#^: 1 1 ^snsr $ yBftK^J£^rt-5 

(14) ±|B (l) 13«<a#y^:^K£fcteJt!B (5) fSft^StiW^ 

(15) : 3 : 1 1 tg$tl57 =• /W^fttS 

(16) ia^J#^-: 3 4-e^^tL6^SIflM^^r-f-5DNA^-^S#M (S 

np s) z^Lxtemmnu 
(i 7) mmfrmmwh^<te-f-^=iuy^-±fzn^^ 

SJEt>L<J±JBW^©^»3l!|-efc5±|B (16) mkomffls 

20 (is) @a»-^ : 3 4x*mtstizmmm%^'r5nNA<D-M&&m. (s 

np s) ^?^i-§ii*#ltii-5»^M*^b<«^^^^v'-tfc 

(1 9) G P R 1 4 h^f>45^f ^PfeS^t t< It^n 
25 (2 0) GPR14T^^^?>«m *rC5»^^ 

(2 1) GPR147^^WKSi(Ia) : 
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(2 2) GPR147^=f^f^S(IIa) : 




(Ma) 



4G92fI<D», R la ' «gm$^fcT^/S^, R 2a i3E$l£frTV>Tt>J^ 
m^S^, R 3a ttgm$tLTV>Tt>iV^7K«, »m$^TV^Tt>«fcV^ 

HE^Sn R 4a W$^$nxv>Tt)J;v^^7RmS*fcttgm$nTV>Tt J; 
^Ilil^^t) -eS^tL6fb^*^M^T'feS±IB (20) 

(2 3) GPRHT^^HS, S(Ib) : 
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R 



Ar-X— (CH)— Y (lb) 

R »7k#^ S it t±W& £ Jxt v ^x t> i v bjcSST? feoT, b ©J* «3 Sg UK 

IS (2 0) |E«©#t^ #l5o, ^l7FIE x ft^##^fcL<ttft?8Hft£lh 
(2 4) GPRHT^^f^ Si (I lb) : 



re^K r 1 teTkHfiJi^ mm^fix^xh^^mtAmm^tcimm^tix^ 

Xh^T^m^U Agtte^b^g^S^LT^T^iV^^ifV^ 
^*yS:f*ASSlWg«lSi^LT3g«r^LTV^T%«t<, YfiffifeS ftWt 

^*^ytw:^©a[-efc*±iB (20) mm<om^^ #c?o N 

20 ( 2 5) GPR147^^7h^ ^ (Ic) : 



R 



10 




(Mb) 
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^W:flHft$nTV>Tt iV^*1i«»^L N R 2 c tegm$tiWTt «fc 

v ^ % £ v ^ y 1? ym %7*1r] xmztiz fc&fo £ ft ft* <dM.x> h Z> ±IB (2 

(2 6) S&ftSMfefcttLT, GRP 1 47=?=^ b^i^t^ri^ 

(2 7) L< ft~T;v^ i/^-fR • f&Se^fciSJg^SfcfcroG 

PR 1 4 7^7 hO^ffi, 

(2 8) PSfti&^^UT, GPR14T^^^-^f<7)^i^^i-5':it 

(2 9) ^ ?o x ?FBg x S#^S^L<««^W-m^iJ^3t-t-. 
3fc#><9GPR 1 4 7^^ h<D$.%ftklz.mir5 0 

MUX £Jfe0Slte*3#5, 10 nmol ffi#|#^§- : 9 "CSfrSftStf JJ ^7°^ K 

B)Htti[fe±*s!}ffttiii«[©3E^s:^-r (PBs: n =io, : 9~«^$n 
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121 2 \x mmm 2 y k mm&r 9 ) (1 nmoi) <dwm 

fiSC*>_h*5 D fTttmSSc^-ftSSr^M-c ^*¥*&fi£±SEM£^1- (PBS:n=17, la 
: 9 -V&frZ ft 5 # y K : n=10) „ 

5 0 3 f± N HffiM 3 fcfctf K (m&m^ : 9) (1 nmol J; fc {±10 

nmol) «M^f^S^^J:Si^fftt(7)«^^i- D A)Htti^^frt5»^ 

(PBS : n=27, I2^J#-^ : 9 T'Jtb $ ft 5 # U ^7°^ K ( 1 nmol) : n=9 % IE?IJ# 
^: 9-C*^$*L5^JJ^^K(10nmoD:n=10) „ 
10 m 4 fl N H»J 4 fc&tf 5 *° y ^7°^ K m^m^r : 9 ) (10 nmol) *3«fctJf 

PACAP38 (3 nmol) <D«^|*l$!^*j--f 6 v ? T^A(i mg/kg)<D$lj|t:&^ 
i-„ A»^!J^f K 9) (10 nmol) <»M^ft&-^J;3 

(E?H##: 9) (10 nmol) *3j;tKPACAP38 (3 nmol) £>«^l*l&-§- 

SW&TFt (^y^^K (IB^J#^-: 9) :n=10, ^Tif^A + tf JJ K 

: 9) :n=10, PACAP38:n=8, v ? T^V^A+PACAP38:n=8) „ *p<0. 
0 5 , Dunnett 

0 5 f±, 5 0^^fflV>fc^^+^gg^»|D^^ o 

20 0 6 ft, 5 fc*3tt § lOnmol # JJ F (@a»-^ : 9 ) (DMB^ 

&mc£%^m^^$nm(Dffi%: (A)maciosed arm^mAmm. b) 

UteOpen arm— (7)ii Alnli^ &<£tj«C)|MOpen armT*<Z>?ifo£l$HI) £^1~ D # 
fi«¥^ii±SEM (n=9-10) £^1" <, * p < 0 . 0 5, Dunnett 
m7lX »j7i^lj55K!J^f K (ffi^iJ#^: 9) (0.1 nmol, 0.3 
25 nmol^fc»3nmol) ©W«£rtfi!#fc <fc KW»O|§*S:7jvt- 0 A) 

^-T D #fitt¥*S«[±SEIlSr^f (PBS:n=18, tfy^^K 9) 
0.1 nmol:n=10, /Ky^T^K (@B^lJ#-^ : 9) 0.3 nmol:n=17 N jtfy^T^K 
(ia^ij#-^ : 9 ) 3 nmol:n=8) 0 * p < 0 . 05, * * p < 0 . 0 1, Dunnett 
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Wi 8 IX %W\ 8 fc*3 tf % V K (mm^r : 9 ) (10 nmol) *5 «t t>* 

CRF (1 nmol)(DJkm$ACTH.m\Zl$1-%&W : &7F~t (PBS: n=8 x ft y ^y=f- K 
(gfl^lJ#-^-: 9) 10 nmol:n=7 N CRF 1 nmol:n=8) 0 **p<0. 0 1, Dunnett 

5 mmmj^L^mmmm 

MxJ^ Vtfyb*h%i®fo (GPR14 (SENR) ) (Dffi&lfe^ £g#J 

vxoohi&oTK/mmfrbm&zkftxzoz, mm m*m r^/m 

15 kLXlX Ty=-y^ ^yn^->y, /^y^, /nily, y^-yu-x 

tt, GR P 1 4 (SENR) fcfchf 5 y KT'fe «9 % ^ftftjfcfci:, : 

25 ffkftSo KT«f^^^t, *3SM©Jl?!J^^Ki:tt, GRP14 
(SENR) fc*hf5 y #V KTfcStf y Kfcjft!*-*- 5 a 
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^WOtfjJ^/^Kfcura, EMM® kf, ^we^K 7 y 

m !B> fffe ™, £«s ¥Ws flaco5, fi-ft, I'JW, j££u ftjj, 

(Dtf y ^ff- k £ tTtt, ia»-^ : i xm £ ft* r s ; wmnfrSG-tz *° v 

10 10, 18, 19, 24, 2 6, 2 7, 2 8 ■£tcfe2 9 T*g£frl3T ^ SWgffl 

15 £ftoTVvCfc«fcl\, 

IE?!I## : i ^^57>; /ma^HR^M-wr s ymffilk lx 

fcttti 6 0 %&±, «t 9 & J: L < itm 7 0 %£*±, $ b £0* L < ^ 8 0 %&±, 
KfrXUm U<tt^9 0 %J^_h, ft Kl«9 5 %m^i«& ; f -f 
20 5T ^ SmMftl?&2(tif fe^So 

i: LTte, ®@S?IJ#-^ : 1 $tb5 T 5 7 SliaW© 1 2 #IR-h (0 

3;L<te, 1~5«§I£, «fc9*?SL<tel~3l@i|S&, Sbl^Klil- 

25 llgfiM^l J;fcte2m± (ML<te, l~2 0«Sg, «t«?0*b<«l~ 

12igl, £&^?3;L<teMl (1~5{@) ) ©T^/^SfWULfcT^y 

mm, ©mm^: ixm^tsnzr 5. ;mmm^<D i~£tzn2mu± (« 

L<«, l~5BU&s J:5^L<ttl~3jB^ L< 1 ~2 

fi) ©r s y Bfe* s te©T 5 y mxm^tikr s / mm\, ^fc\t®^n b &m 
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i-ztfy^7^b*<DN%ffifrib3mn<DT%;m dhr) »7^;;i 

5 Ala, Leu, lie, Val, Pro, Phe, Trp, Met, Gly, Ser, Cys, Tyr, Asn, Gin, Arg, Lys, 

His, Asp, Giu) \z.w$k$fcx^z>T % y mm^^-r^ y k& w 

^fK©N»b3f 107^711 (Thr) & P r 0 ^g^$HTl^T 5 
ygtlflM (Sa^J##: 2) $r^i-5^y^^K^j;«^JS^: lti^Jl 

r) #Se rfcE£3;h/CV^7$yilgB?!l (K0W§- : 9) ft if LI 

mowmkLx, w&m%r: ixm^Mr^jmrnntmrnm^m-^r^ 

;mm\*^-tz>7ti})-<^}!tLx (i) ®N»w>;yMtfctt 

15 fc° a 5 ymnm^ U (DlB^J#-§- : 18t*$tl575; g®fi»N* 

»fe^8#g (Ala) )i^»17fl (lie) %X<DT ^ / mffilfrS&U @ 
1 4 ~ 1 7 {H<7) T 5 y ISSgtf > b ft£ aK y K^ 3 ( 2 ) QN»iC % 

vw&& tc \± t° p 5 ^mmm%# u : 1 8 xm § *i« r s; y 

^ia^JON*»b^8#g (Ala) «17#| (He) &X<DT$Sffi6&H 

ic© 3 ~ i o i©7 ^ y »asas#an$nfc^ y -<zf^ Kfc u^iii l 
(r^y«) , Wc*s (#/^>v^») t&5„ (i) ia^J#^: 

25 1 "CS^ttST 5; y ggffiflk ( 2 ) ffi#J## : 2 Tf* $ tb« T 5 y 

( 3 ) g2^J#^ : 9-^^57^ $£?IJ % ( 4 ) BB#I## : 1 OV$ttSM 

r k y s&a?!K ( 5 ) : i8xm&nz>T*y mm^k ( 6 ) m*m 
1 9 -es snarly he^l (7) ia^ij#-^ : 2 4«^7^yiia 

^IJ> ( 8 ) :2 6T^tlS7^ H»L ( 9 ) gd?lJ#^ : 2 7 
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ztizr % ;mw&k ( i o) m&m%- 2 8 vmzti&T^smgM, ( 1 

S^ 5 */^>^S (-COOH), iJ/uti^isls—H-CQO-)^ (-.CONE 

teV^/K ^fvK n-^ntVK V^n bf>t> L < fin -~7j-;\st£ if (DC l 
_ 6 T/^/u&, V^n^^/K ^ p ^ v'/Uft £(DC 3 _ S V? p T/^^is 
37^~/K a-^-7^/^if(DC 6 _ 12 T]J-/^£, -Ov^/K 7c^^vK ^ 
yXt Ky/i'&^^-^-c^TV^/K feL<lio-t7Wf;i/4 
if co a —"f~y f-jV- C ! _ 2 7/^/^i if CO C 7 _ 14 77 ;V^-;vm(D m\ Inffl 

%y&mft¥) mm, mm) t<omm^bfiz>tK t^o^n^sm 
x.«s wsts vym, g&&im.m!t) torn., -h^mmm wm-f., m 

yy=m, is*.$m, 3c&#^> ^^/M^H, -<>-ir>^/v^^) £<z> 

«P^(/;7Ky^^ TO, WO 00/32627, WO 00/3 1265 N WO 99/352663:fc 
^H2000-211996^ Z\z.%m<DjjffiZ.WxmM'VZ 5 D 

& n d n a *^-t%ftmmkfc*mmi-% «t ox t> t»3Srr s - 
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lot, 5 v > H: *3§K <D y K Sr^^Tl- 3 *° y K SrilS 

5 o*°y K&«u#w^^f- Kt l< tir ^ y wtm&u$rt 

®M. Bodanszky & «£ t5 M.A. Ondetti, K i/lsti/X (Peptide 

10 Synthesis), Interscience Publishers, New York (1966^) 

©Schroederfe «fc tKLuebke, if K(The Peptide), Academic Press, New 

York (1965¥) 

®&mm$M, ^^^^(Dmmtmm, %w<m (1975^) 
®&8itffi-ft£Tmi&&¥, ±{t¥$mm& u fy^wvitmv, 205, 

15 (1977#) 

©&mmm%s mmm&vmm mum j£jii»js 

^ v*ffl$mm-z> n i 5c ±ia*fe-e#&tL5 * y Kflsaatft-e 

p ^/HSWI. K y A-T 5 y$Jjg N 7^7^ 3vH#J^ 4 — zyz? 

25 /i/^-^i/^^^/i/T/V3-/Htffll, 4 fvwo-Xb: K U ^7 5 

PAMfi, 4-t Kd^>^ W Wx^7-fe f75 K7f/«> # 
U7^!J^7^KfE 4- (2 f ,4'- hdfV7^^-fc Kn^rv-^^ 
7V) 7x;^H, 4- (2',4'-v ; y h^i/7a^V-PmocT5 
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S^-f ^ KSt L-mDCC, N,N l -v ? ^ > f/l^/I^v^ ^ b\ n-^/wnt- 
«^^»7i?^WnfiJ^»J (Fll^tf, HOBt, HOOBtftif)£:i:t>^&«£ 

07/^-^1, ^ ^/U^/^^rv' Kfc if 3^ blg^ t° y if© 

^^s^^^ffl $ r t b fix v ^ 5 b jin®^ $ - 
2 o°c~ 5 oti^iEffl^biis^^tLSo ^«$^f-r =• /mmmmmn 

25 £y+fttm&*ftoz.b&x%z a 5m*mvmLxh+fttm&&nhtite 

jjK$*7 ^ / ^©T ^ /m<D{m&t LTIt Z , Boc N U t - 
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^/M-^v^/iwK Cl-Z, Br-Z. r^yW^v'jJ/^^/K MJ 7 
/I/tnTtf;K y^n^f y^ /fryi^yK 2-— fn7x-;W;k7x-/K v> 
y x.~?VfcX7 4 S JV^ Fmocte¥&m~fbn% a #yt^> VyU|£<Z>f&fi 
Si:UTtt, WitfRt LT±!BLfcC 1 _ 6 7/l'3vi'S, C 3 . 8 ^n7M-/v 
C 7 _ 14 T 7/^/^2©^ 4- 

S^ifO{£^T^y^/i-S> s<V-J 4 }VWlE<D7 &4 ^y-yM^y 

^•nW(Z)7^y-M47K^S(Df^Si! LTf±, M&ffBzU Cl 2 -Bzl, 2- 
^hP^/K Br-Z, ^— ^•YU-^/VJ&if^Jf fe^S„ 

fc^^©>r s; lt«, Tos, 4-^ h y t< 

fvW^Vif^^/l'Jj^/K DNP, ^^vvM-^rv^fvK Bum, Boc, Trt, 

7^K> [7/1/3^ (t&Rf^ ^^pp7x;-/K 2,4,5- 

MJ^pp7x;-/K 2,4-^bo7x7-/K ^7y^W^3-;K /■? 
7^fP7x;-/K HONB, N-fc Kp^v^v^ h\ N-fc Ka^rv'^yP 
>f S K s HOBt) £c^*tvl/] 4Wf^5„ W^T% J 
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z3&7ut£?i>mf bih% a ±ffi&&m\z£zim&j&i*--mz.- 2 o°c~4 o°c 

/K *9t7V9—?\<^ ;<7?uy~—/U^ i?yfw/l/7>f h\ 1,4-7** ^v^^" 

maim* frmizm^irztm^ommkte ti-x^^&h^it^m^^ 

^ KSr#« r t &X% 5„ r y ^-7°^ K«»#®i*»l££^T;W 
IU ^W^^^^i-^^tT^So^y^^K^T?: KftSrfcS^i 

wm*ffim(DT/v*-/i<mki8& lt $ / m^v-^t *° v -<y^ k 
<t)t ^ k# i mm\z Lxmmvtf v ^y^ K<^*7vnfc&#3 - 1 s 0 
#3§pjo^y -<y^ Ki tT«, ±iBLfcifl^j#^- : i xmtsMr $;mm 
m t m- h u < (t^s^tciwi-cDT ^ y ®?@a»i^r u y k t 
^m, MTLim&nxmim, m-7v^vy^-\m^^^hx\^h(ox 
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Tttiitf, ±f2LfcISM#-§- : 2, 9. 1 0, 1 8, 1 9, 2 4, 2 6, 2 7, 

2 8£fcf±2 9^s$^sr^y^is^J^-rs^y^K^Wsri:^-et5 o 

K^3-Kt§DNA^ft5DNAt«JV^5 , b©t*l)ot'{)j:V\ 
^VADNA, ^V^DNA7^^7y- _h|B Lfc,« • c 
DNA, ±fBLfc,W-«*^cDNA^-f^7y-, -g^DNAOVvfft 

£ 19 RNAH#£llMLfct>^£^TB^Reverse Transcriptase 
Polymerase Chain Reaction (J^T, RT-PCR?ii B&firf 5)Saot» 
5 £fc 5„ 

r^T\ BB?iJ##: l-e^$H^T^y^gaMi:II|-^L<^K^^[lI-^ 
757 BSEai&^Tf- 5 # U K £ LT te, ±B<D t *3 9 , Ifi^iJ## : 2 , 

9, 1 0, 1 8, 1 9, 2 4, 2 6, 2 7, 2 8 £fcf* 2 9 "eg £ ft 5 T 5 / Wt 

K*3-Kt5DNA^tt5DNAi: UTfl, 0ilx.fl, BB#J#^ : 1 
2-eg$tlS^Mfi^J^^5DNA^^^ t f i^tl, |fi?IJ#-J§-: 9"C$£ft 
6 7 5 / &^-f ZtfV KSr 3 - Ki"« D N A Sr&^Tt- « DNA 
LTIi> 0ijx.il @E»-^: 1 3T'g$^5SWJ^tf tSDNAf^^p 

KfSDNA^tft^DNAi: btft Mx.fl @a?'J#^: 3 4-t?S£*l5iS; 

sgfiM^^-r^DNA^ifWif fett, e*w§-: 1 8«$tL§T5/msa 

59 5 # y ^7^" K & - K-t" 6 D N A %^ir SDNA^im Mx. 
fi, Ifl^lJ#^-: 2 0-C^$^^^SI3M?r^i-6DNA^^^Wb^ IB^J 
1 9^$^5T^y^ia^^^-t-5^y-<^FSr3-K-rSDNA 
«r£#t£DNA£LTf±, Mxtf, mtm^r: 2 1 -CS^tb 5^212^1*^ 
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*° 'J ^/f ^ - Kt 5 D N A^ttt 5 D N A i LT«, W*.t£y BB#!# 

2 5T?mzfrzmmm*'5frtz>r>NAt£¥&mrt z>n, mm^--. 2 6 

ft if *s^rf b ft> : 27-eS$tL6T?y g|ga?ij Sr-^-f 5 *° y 

KSrn-Kt5DNA^tt5DNAt LTI1 i^ll E5B## : 3 1ti 
S / ffl®M*^1rZ>i$ y KSr 3 — D N A &^-t 6 DNA^lt 

5DNAS^tt5DNAi Utlt : 3 3 T^£ft5i££@a 

?l^ftl)DNAft^i5^(fbll5 0 

5* c y^fK&3-Kt5DNA^ff§DNAi tm ffi» 
t: 12, 1 3, 34, 20, 21, 25, 30, 31, 3 2 4fcfi3 3"C^£ 

5 %j^±, i 5 04 l< ttw 9 8 %&±<Dmm®i%^'f%m.&mm%^~rz)n 

4fd, BEW§-: lTg$ti5T^y^ia?iJi:ll^^l^-©r^y^lE^J^ 
^i-S^y^^K^^-KI-SDNASr^Wi-^DNAi M&tfs 
®SB^IJ#^:1 2, 13, 34, 20, 21, 25, 3 0, 31, 3 2^fc{13 
3-eS$^S^Sffi^J c fOl4ft«2|@i«± (0*L<fil~3O^@S, 0* 

t<fi, i~io«m £b\m-£is<ni-£tci%2m) (omm^^tM 

Slfl^lJ, (D@a^J#-^ :12, 13, 34, 20, 21, 25, 30, 31, 32 
4fcf±3 3T**$n5^ia?lJ^^l*fc:tt2fiW± (04 L< f±l ~ 3 OBU 

^ 04L<(t, i~ioim t5b\m&L<\$i^tz.n2m) omm^m 

MLtcMM&U ®ia^J#-§- : 1 2, 1 3, 3 4, 2 0, 2 1, 2 5, 3 0, 3 
3 0igg, ^Klt 1~10|S1@S, $bfc04b<f±l4fct±2» <D 
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mm^WA^titcm.mm, m&m^: 12, 13, 34, 20, 21, 25, 

3 0, 3 1, 3 2 £fcft 3 3 T^£ft5*£SB2WO 1 *fcf* 2 j@«± L 
<ttl~3 0<|gft % ff*Uf± % 1~10«, £fcfc#3:L<»:l$fcB: 

2ji) o^s^fiiKDms-egm^^fc^sia^j, fcte©^ fob frit tc 
m&mfe^'rzDHAftzb'S&tiZo ^^omm^n s (i)*by^v^ 
> h temtT^m&m^ ■. 1^^375; bsb^i t m- h l < j^to^ p 

-©7^; Sr^^T-f - 5 # U K £ = - Ki" 5 D N A 5 ffcfrm % 
ttSDNA Sr^#f-« DNAW^ y *V Iff Lft ®&%<DD N A, 

d^s^ ifi- <d r s y sfegB^n a # y k & = - K-t 5 d n a k.m 

~f h IS £ W -t & D N A % i~ & D N A *3 «fc XH 1) * & ft T V ^ D N A 

i y y $/ pi-t ^ j mmmtt>^ y k& K-r 

fCte, #iR«4 2°C, 5 0%*M7^K, 4XSSPE(1XSSPE = 
150mMNaCl, 10mMNaH 2 PO 4 -H 2 O, ImM EDTApH7.4), 5 Xfy^- h 
0. 1%SDST?*>3 0 

# y k& K-r a d n a sr^-wf- 5 dna^^^u^ 

-fXf^DNAt LTte, 0Rf£, 1B^IJ#^- : 1 2 V 1 3, 3 4, 2 0, 2 1, 
2 5, 3 0, 3 1, 3 2*fd«3 3-e^$n5ISSffi^Ji:^7 0%£i± N #f £ L 
< ttffi 8 0 %£*±, $ b fcJSF* L<!1|)9 0 %&±, ^^04 L < ft^ 9 5 %U 

*%W<Dtf y KSr = - Ki-a D N A tt#T©Jt^lW¥ifcfc iot 

^P^(D/Ky-<yf- K«r^^3— KtSDNAC^P-^y^ti: LT 

5^DNA^7^-7-lrfflV^@M^©PCR©aot±EDNA7-f^ 
7 U b B W i: -T S D N A Srigifgl- 5 £\ * It® ^ fcy^ 9 - \z&h$<h 
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fcDNA £M X. &$mm (Dt£3 ^rff- KCQ-fPfc 3 V n f*£H$ Sr^t" 5 D N A Hf 

Molecular Cloning ( 2 nd ed. ; J. Sambrook et al., Cold Spring Harbor Lab. 
5 Press, 1989) \£fflto<D%fefr}?\Z.ft<3Xfft>frZ 0 l$iffi(D74 ?7 V - 

^ n - W $ ttfc*5S $ <0 fr° V ^-f^ K ■& a - K1~ 6 D N A [1 I m \z. «k «? <£> 

io &^ru *fc3' M^im^-imm^rit^ v>t ltotaa, t g A^fc^T a 

KSra-Ki-SDNA^bBWi-f-SDNAHf^Sr^IO'WU (*) g^DNAir 
15 tt&jgMSfcSS^* ^-"fO^n^-^-orfcig^-rs r £ t i t) 
ZbtfX%Z> a 

^?? — bLTti, ±mM&M(D^7X^ K p BR 3 2 2, pBR32 

5, p UC 1 2 , pUC13K fe^@ft*<D-7°y^5 K pUBHO, 
pTP5, pG19 4) , Mm&^7X^ K (Ms p SHI 9, p SHI 5) N 
20 X 7 7"-^ if (D^P'tV t7 7"-^ l^fn^/W, P^S^T^/W^ 

a p t> ^ 7 ^ £ ? >f ft if^sffi v > 6, ti 6 „ 

*if^JfflT?#5 0 ii^xv/^jjtJllt^^i^ t r p^n^-^-, 
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?i-/k nzy Afflai/yi-/K m^-xs sv4otity^ (kt, s 

V40or i ^WfJft^S»^3fl s *><5) &£&^LTV^5fc©5rfflV^S££flST 
£3 0 aftT-fl-fcUCtt, MxJi\ v>t Kn»3I^g#i! dh f r 

tB&fH-s*&a s fc£) [^yhm-f (mtx) wffi , rytv 

\Z. S CHO (dhfrl MM%m^XDHFRmfc : ¥-&MiR'?-*-bLXW 
5=- 5 v 5 £ * V ^ifik J; o T 1 1 5 □ 

phoA- s^tvi^j, ompA • s/^na^jJte^as, *g£as/*7vi/jxjM&T?fc 

y 1 7lf t LTtt, ^ ytr-aU (Escherichia coli) K 1 
2 • dh l l-7u*s-*Jis#X ■ • If • i-^a-T/v ■ T#t^- ■ Jr? • f- 
^fxyW X • iff • if • =l-^^— (Proc. Nail. Acad. Sci. USA), 6 
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Oig, 1 6 0(1 9 6 8)], JM103 C^^^T • 7VyX • JJ If-— ^ 

(Nucleic Acids Research) , 9#, 309(1981)], JA221 [v^- 
t/V ■ -^1/^3.7^ 1 ^-ftn v 5 - (Journal of Molecular Biology) ] , 
12 0t, 5 1 7(1 9 7 8)] , HB10 1 ^J^—t^ - ^ • ^eu^c^y 
5 -•/^tP^, 4 11, 4 5 9(1 9 6 9)] , C6 0 0 [*? x.* s r 4 y 9 * 

(Genetics) , 3 9%, 4 4 0(1 9 5 4)) & WfflV^H5 0 
;<^sUxmWtLXfe, fliii^f • (Bacillus subtilis) MI 

114 li?—^, 2 4#, 2 5 5(1 9 8 3)] , 2 0 7-2 1 [v^— ^ • Or 
~f ■ *4 % 7, hV — (Journal of Biochemistry) , 9 5|, 87(198 
10 4)] fcifflSffll^ftSo 

t LTtt, M^fif" ?*PWt^ * I' fcT^i (Saccharomyces 
cerevisiae)AH 2 2, AH2 2R" NA8 7-11A, DKD-5D, 2 OB 

-l 2 3&^fflv^p J nSo 

15 (Nature) ,31 5#, 5 9 2(1 9 8 5)] 0 

%8HttMfo (Spodopterafrugiperdacell ; S f ») , Trichoplusia ni<Z) TO 
&3fe<E>MG 1 JNBR Trichoplusia ni<DW & 5(5 (Dlhgh Five TM ,ffflJ^ Mamestra 
brassicaeft $k(DM&1ii ft teEstigmena acre a S if flSfflV^ bfa5„ £ 

20 ^f/W^BmNPV <E>#8-ttU 5**tfcf tdfiBlS (Bombyx mori N ; B mNfffl 

us) iwsiv^^a, f£s tmmtvx^ Mz-tz. s f 9« (atcc 

CRL1711) N S f 2 lffi CJ^-b, Vaughn, J.L.bs -f ^ • ^ hn (in 
Vitro) , 13t, 2 1 3-2 1 71 (1 9 7 7f) ] &^fflV^ft5 0 
ttl«J5&£ LTft, iilft^COS-7», Vero«, ^-t^^-X^ 
25 A7^-«CHO, DHFR££^£^W~-*'^**HNBfl&CHO 

(dhf r-CHOllfi) , ^^L|ffllS N -77^3T3|ffi, 

t hHEK2 9 3 8BR t hFLlBR 2 9 3», C 1 2 7 B 
ALB3T3IIR Sp-2/0»ft^fflV>fetl5 0 
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-yVB-fjv • T#7^- • - W^^-fX • Or? • if • 
(Proc. Natl. Acad. Sci. USA) , 6 9|, 211 0(197 2)^-^ 
(Gene) , 17|, 107(198 2)* £fcfBft©:£ifefcf£oTfTfcfrH5o 

5 ■ v^^-TM (Molecular & General Genetics) , 1 6 8t, 111 

(1 9 7 9)^^^fB*(D^«oTfTfctLS 0 

m&*J&'Mfc&-tZM±, iii^Pv'-v'y^ • ■ if ■ -fi/B-fiv ■ 
T#7^— • ^ • if>T^^WX • ^ • if • :x— Mai— (Proc. Natl. 
Acad.Sci. USA) , 7 5|, 1929(197 8)H|B^<D^(^oTfT^fc» 
10 fL% 0 

(Bio/Technology) ,6#, 4 7-5 51 (1 9 8 8^) *if^|B*t©^fe^ 

»4fc3RW6«r^K^fti-*^W:^ Miff n o v 5 - (Virology) , 5 2t, 4 
15 5 6(1 9 7 3)^W(7)^MoTfT^t?tL6 u 

[Feigner, P.L. et al. :/p v—v^^X ■ ^ • If ■ ^ • T*7*5 

— ■ ■ t^y^X • • if • =l— m^^- (Proceedings of the 
National Academy of Sciences of the United States of America) , 8 4^, 7 
20 4 1 31 (1 9 8 7¥) 1 > Vls&X/Wt&fe [Graham, F. L. and van der 

Eb, A. n n v 5 - (Virology) , 5 2t, 4 5 6-4 6 71 (1 9 7 3 

¥) ] > WM&lUk [Nuemann, E. et al. - -J^—'T;^ (EMBOJ.) , 

1#, 8 4 1-84 51 (1 9 8 2^) ) Wff^So 
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h f r3t^SrHW^-^-fcLTfflV^»^ N MTX»£#*^_BfTJ« 
U ZLb\z.Z.y)^ dhfr 3t^F #3§9!o*K U ^ 

f^by^ ^ 3 »if\ i«ifcLTi±> 

^£ratfM9i#±til C^y- (Miller) , ^-^/V- ■ ^ • ^ * • 
<i s y ' •=& l/^r 7 W • v^^T 1 -i y? ^ (Journal of Experiments in 
Molecular Genetics) , 4 3 1 — 4 3 3, Cold Spring Harbor Laboratory, 
New York 1 9 7 2] U\ ££to&gfc.fc 5 ^n*- < 

fWHtsfc^ 3 0 -> r y k y /vr^ y «t 5 fcsiffl&toi*.* r £ 

It^ife V* V t TJM&©*§£\ 15-43 °CT1$ 3-24 M 

fi^v^/wilofA^ 3 0-4 0 °C-e^J 6-24 tiffflftft 



WO 02/14513 PCT/JPOl/06899 
25 

fr#<- (Burkholder) */Nfrifi (Bostian, K. L. v—v^X • Jr 

y* • if ■ i-i/ a ^/v • T - • ^ ■ iM ^ W X • Hr-7 • if • 

(Proc. Natl. Acad. Sci. USA) , 7 7|, 4 5 0 5(1 9 8 0)] ^0. 
5 5 %#if ^ /J&tr£&t& S DJgifc [Bitter, G. A. P>, -fW—WyX ■ 

y ■ if • tvat/i' • T#r5- • • WxyWX • ■ if • 

(Proc. Natl. Acad. Sci. U S A) , 8l|, 5 3 3 0 (1 9 8 4) ] ^ 

-35 °CX*m 2 4-7 2 ^WfTV\ &5SfcJ& CTfflt^jW&^So 
10 1g^SliA3lBiia^fca^WElfefrS:*lli-SR, #ifii: Uli, Grace's 

Insect Medium (Grace, T.C.C.^^ft- (Nature) ,195,788(1962)) \Z.fffl 

teufci 0%^^f^<z)»^«ian^^t(D^^^v^bfL6 o »p 

Kfem 6 . 2 ~ 6 . 4 KPgl-S LV\ tfHteil^ 2 7 3-5 

BWfrV\ ^g}^C-CS^M#^P^.^c ■ 
15 ^±^gj,^jia^fc5^»!E*flsSr^i|-r«BR> Mi:LT«s 09 5 ~ 

2 0%(Dj3&iM^lfiL«^ti'MEMitJi [iM^* (Science) , 1 2 2#, 5 

0 1(1 9 5 2)] , DMEMtfl (^nn^- (Virology) , 8#, 3 9 6(1 

9 5 9)], RPMI 1 6 4 Otfiffi [v^-^/U • ^ • if • 7^ JJ A> ■ 
^7yu ■ T y v'J.^- Vay (The Journal of the American Medical 
20 Association) 19 9#, 519(1967)] , 19 9 {-fuiz—W? • ir 

Zf - if ■ yif-f^-x-Y • 7^-— ■ if • /M^-n^/i/ ■ ff^Tsy 
(Proceeding of the Society for the Biological Medicine) , 7 3 #, 1(19 5 

0)] ft£ftfSfflV>b;H5o pHli»6-8t*)50^U\ «{±ii»3 

o°c~4 o°c^i 5-6 o^ffv\ ^^u-ca^w^n^Sc 
25 iiccHo (dhfr-) mm^^dihm^^m^-^-tLxm^^m^ 
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© *° y s<y "j- k zmmnfcfo % v bmm-tz> \m t x ma 

X-100 (Slil„ J^T\ TMk^m-ZZb&kZo ) *^©f!WI 
Tffi^fc 3 V^MH i: ±?f i: £#i£ U ±«il£> So 

^if^«^o^SrftJffl-t-5*-^if^v>b^5 0 
36* < LT#tti5*^©^y^^K^|f#:T#&^^^«, gffck 

-f A77 y-feW ft if 121 £ 5 ffl^-tS - £ 3„ 
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ism^ srffiv^fc n?:/* hh^t v±'C%<DVffi t wm&$mtt&m<Dx ? V - 

^^fBic-rSiam^MGPR 1 4 (SENR) <^|§m«ffl^7t ^7° 
^-^Tiyir^^^ioT, fc h^<b^?£«tl^#^^GPR 1 4 (SE 
NR) r=^=^b*fcW:T^=?=^h4r^^!;-=^+«r.t*s , x?^. 

4 (senr) a* y k t LT»«-f5 6<ox\ ^±xim^mm 
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ti frz&mfhfr, m^^mmmmni ®mtr^-^ w*.&=-?s- 
m . i¥4*>&ftmmto wmtm y^fso (™) N hco-5 

bjfiLitT/^^^ jKyxfi/y^y 3 -/^if) s f£#£ij ^<>i?/u 
7xy-/^a , ^B5ih^J^ifi:E^UTt>«fcv\ pm£tWL 

t K 7yK *A^yK 7^ £v\ 

*3PJ!<D/K y KSr ^ - K-T 5 D N A * fcf;£«9J?<D* 0 y ^7°^ Flitl 

g p r i 4 (senr) tfvtfyvt itiits t s g^-efgs 
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0 k g t LX) \Z.m^Xl± s -H^o^O.l^t 1 0 Omg N #?£L< 

1. 0^b5 0mg, J;«9^L<«^I1. 0^f>2dmg^5„ ^gnWI- 

iot^s^ mz&mfm(Dj&x-ftj&A<DmnkMiW^&& (M6 0k 

gtLX) ~.<Dl8L-$\Z$5^X\Z, -PCot^O. 01^30mggl, ^l 
L<fi&jO. l^b2 0mggS, J:!)^L<|1^0. l^blOmgitlr 

7^V<DNjm*tcte (*3«ktf) C*fcl«fc«2{|i|^i:, 0*U<fil~ 
2 0 0fi|MS> ±^*l<l±l~120flm ^WlL<(i5 0~12 

o t ^ j m*&& tfc * >^ * si* fc fi-e ©fix* h h 0 

gfl^ jiu #si, mm £stB§u m> #n i'JWs & 

X, BB^JS#: 7, 8, 14, 1 7*fcf*2 3^£*l5T5/^#J£:P---1> 

t< ^st^^-^r ^ ;mmii%^i-%?y^wxhti\mmj:6k(D 
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3x$tts-K%T*y msM tmso & * l < r±#a 6 0 %e*±, § h \m- 

1~3 0«, ^L<(1 L<H:l*fctt2 
ffi) ©T^imUT^iSIII, <Dlfi»-^:7, 8, 14, 17*fc 

t±2 3-c*$tLsr^y^is^J^^i*7ctt2m± (0tL<m~3 omu 
&HMi,itT5.;mE&k ®m&m-%: 7, 1 4, 1 7*^2 3xm$ti 

l~10igaS N 3&ta5?3:L<8:lT§:fcf±2fi) <DT$;mWA£ti±T$ 

j mmm, (gm$m% 7 , 8, u, 17* fc« 23-^5^575 / hk^i 

fOlJftfi2fiHJ: (^Klil~3 0W, 0^L<fi N l-lOfUPfS 

ia^i#^- : 2 xm £ ^5 r ^ j mmm*^irz>*mm<Dtf v vomm 
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gfi^J#-^ : 18, ia^lj#^- : 1 9, B^!I## : 2 6 *fcfi@a^J#^ : 2 7T*i 

5 #^ffb*LS 0 

Hfi»^§- : 2 4, |B?IJ#^- : 2 8 £fcteIS?!j#-5§- : 2 9^$^57 ^ /gtlfl 

io ^ (r^y») , ^ffi^c^g (*/u#^i/^5iasg) T*fcs 0 mm 

7, 8, 14, 1 7^fett2 3-e*^H5T?yiS33?iJT*a^^5T5/^ 

COOH), ^M^v'^K-COO-), 7$ K (-CONH 2 )£fcte«x/H- 
COOR)^fBmt*feoT 1 bJ:v\ i77;KORi:lTli, ^J^fi^f/K ^^/K 

20 ffl $^5 fcVSp^/t^3^ ^gft if^^ff bft3 0 

*5SW©fiff^^^^W^ WO 00/32627, WO 00/31265, WO 99/35266 
^fcfiW2000-211996^-^^^|Btt<7)^^^DTM3tl:^S o ±13© 
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*mm(Dmm&?^<?MtLxix ±.mi>tzmm^: 7, 8, 17 
5: / ^la^ij^-g- irf « * W£ =* - Fi- s d n a dna^m 

20 V^ftSt^TfcoT^iV^c ^/ADNA, ^7ADNA7>f77y^ 

_hfBLyt« ' c DNA, _kfgLfc,» • c DNA7^f7 

MDNAO^ftiTt)j:V\ 7-f77y-Mt5^^Hi/^ 

25 Reverse Transcriptase Polymerase Chain Reaction (£J~r\ RT-PCR^i:B§- 
NA^ftSDNAHtlt Mi(l, SSW: 4, 5, 6, 15, 161 
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fete 2 2^£tiZ£MfflttttZBNAi££&mtfbfrZ^ IfiMII-^- : 

4, 5, 6, 15, 1 6ffeti2 2-eS§tL6^£fa^lJi:^5 0 %£*_t, L 

±, #£&£L<te^9 0%:£Ui, flbt>03:L<te£j9 5%^±CO|@[^tt^-T 
5 i&£lS^J Sr-a ^"i - 6 D N A ft ^f^flf b fi 5 0 
l§;7t, E^Ulf-^: 7, 8, 14, 17SitL\±2S-im$ilZ>T%/WS3\hm 

ASr^jH- SDNAi: LTte, ^Jxifl (DIS^WI- : 4, 5, 6, 15, 16^ 

#f£L<te, 1~10«, £bW;£L<teli;fcte2fli]) omS^^b 
fd&SgS^j, ©IS?l]#-*§- : 4 , 5, 6, 15, 1 6*fete2 2T*g£*l5i£ffl 
?ij^l£fcte2m± (£?*L<tel~3 Offi|S£ % &£L<te, 1-1 Oj@ 

sft, £ h l < te i * fete 2 fgi) Lfe^sga^j, <m&\m 

^■:4, 5, 6, 15, 1 6^fcte2 2^$ti6^Sia^lJ^0 1^f:te2il^ 
± (ff*t<l±l-3 0iBgfi, &£L<te, l~10figE £b£03;L< 
tel*fcte2fi) <D±tS^#A^^i^SIfl^J, ®SB^J#^-: 4, 5, 6, 15, 

.1 6^fcte2 2x*m£ti%mmm$ s <Di%tci%2m&-t («t<tei~3 o 
$f*t<te, i~iommg, L<tei4fcte2fi) 

«(D«-Cgm^tlfcT^ y^ia^ij, £ fcte©^b£|a^£- Wfc«EM 
^^tSDNAft^^ftSo 

J: 19 ^fls^te, (1)* b V b f£0kWTX»m&m%- : 7 , 8 , 14, 

X-T5Bft?LS!]t/S*^DNA, (2)a^r 3 ^-K^fi(Dfcfeia^J#^: 7, 8, 

1 4, 1 7*f-te2 3x^ztizT%;w^km--bL<i-±mwmz.m-'<DT 
^ j mm % 9 * if & = - v-r % d n a &^#-t- 5dna*jw 

(lM^&b^TV^DNAivM'^y >y KTF^LftV^, HO-T^/gffiflM£ 

% o ^ v a # k & =1 - K-r & d n a ft irasffl v * b n 6 „ /^ y y ^ - is a ^ 

te, i#:^^fefe5V>te^c!pi:^fe^oTff5ri:^-e#5 0 _hlB 
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* b y is^^y Ytlgzfck LTte, $R^4 2°C, 5 0%*;^7^ K, 4 x 

5 S PE(1 X S S PE = 150mMNaCl, lOmM NaH 2 P0 4 -H 2 0, ImMEDTA 
pH7.4). 5 X y s >'^~ b^fg, 0 . 1 % S D S Xh 5 „ 

7. 8, i4, 1 7&tat2 3r*m£n&T^;mmmtm-i>is 

ttSDNAiW^U^XtSDNAt iiil gfl^J#^- : 4 N 5, 

6 s 15, 1 6 $ fc ft 2 2 $ tLS^Sia^lJ £ 3$ 7 0 %&_h, t < lift 8 
0 %&± % $ b te£f £ L < &m 9 0 %J£A_t, &&$f £ L < f**& 9 5 %&±<P*BIrI 

mz&wrirzm&zMG p r i 4 (senr) <D$s&M&m^iti^7 

^-^7yt^^aoT, th4i^fiiftWW^GPR14 (SE 

nr) r=f~* h*fcf47^^^ y-^^-rsri^-c-f , 
2^ mm&%, >bm. wm, m^m^tum^^^^xmrnLx^^GP 

R 1 4 (SENR) LXWmtZ ©-e*> 5©^ 



WO 02/14513 PCT/JPOl/06899 

35 

xm&^mmmm%iMLfcmL u-f^^n, ^v*^m, -?-(?vz>y± 
t^/K mmnu gim. ^mts:^tti,\z-mm^hfitcmm^m^fi 

i mm<Dh(Df£ if fcfflV ^ n £ *S"T»# 6 0 

^•£p^« D-y/Hfh-/K D-^^h-zK ift^MJ^A* 

ir).&ifrfW£>^ Mx-ffTV^-^ (m^^/- 

• )V) N ^^>»ffi?g«J (pli*jy/W<r-h8 0 (™) , HCO-5 
0 ) ft if i: LT <k V \ mm. t LT{± jft, ^affi ft if & ft, $ 

m^y-f^-tr*. Wk-fvDsivteE) , %m Mitt, t 
hjfa.»T/^5^ tfy^v^y 3-/^ if) , f*#^ij ^v»a- 
7i; -/i^ft if) , m\$5±fflft¥kW&\^x-b£\t\ MMZfrfr 

z<D£5\zvx'&hn6mmte£±x&m®ix&z>(DX\ mmmimyo w 

£ff, fc K 7y K */v*:y K fcS^ ^a, 

iM'ftif) »c»L*CS-¥-f«ri:as-Ct5 0 

I60kgi:lT) fc&Wtra, -Rl:otl|0.lHl0 0mg, 0*U< 
EMI. 0H50mg, i50*L<H^l. 0H2 0m g m » 
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OkgirLT) ^©fi^fcfe^Ttt, — 0^O^#5O. 0 1^&3 0mgSI, 
£P£L<f2$J0. 1^6 2 OmggS, «fc9 0* t<f*KlO. lWlOmgg 

g&ftHP£at£<fc u^-f-so^HJ^-efeSo fl&©»»©«^t>; 6 0 k 

^m^GPRl 4 (SENR) iLTf^ ±i5©<b*5t), Tal, M. et 
al., Biochem. Biophys. Res. Commun., 209, 752-759, 1995(3lfaf4(£> h 
Marchese, A., Genomics, 29, 335-344, 1995fclB&£>&tf\ EP 859052#fclBtft 

#|f[£-f 3GPR 1 4 (SENR) Sfctt-tOfi, 4fcf4, |fi^J#^- : 3*fc«: 

: 1 1 « r s: y HE^ilf © 1 3 0 muT, 0* L < f± 1 
lS£*_t 1 0 fluKTwr 5 y Lfcr % y ^la^ij, ia?i]#-s§- : 3 * it\m&\ 
#•§■' : ii-e3s$iH57$; isa» 1 <g^± 3 0 u < m mu± 
1 0 jm^ToT ^ y swan Lfc (* fcizffixz nt-) r$/ ma^, • h % v>n 

ia^ll#^ : 3 * fcJ3ia^J#^- : llti^T^/ IfcEfll*© 1 jB£t± 3 0 0 

5 ;»J^tt5ieitfc5GPR 1 4 (SENR) $-1t\tt<D&fr¥& 

£fc, *«fflV^WGPR14 (SENR) OMfr*'??' Kfi±!E Lfc 
*3gPj|<7)GPR 1 4 (SENR) ©gj5^7°^ KtfctLtffWt)©-efeott) 
.fcVXfi*, fl|*.r£ *»GPR14 (SENR) ®63C$H^>5*>* 3«!<£> 

^P)*^T*fflV^^§GPR14 (SENR) ^.fzit^(D^^<^ Kft 
Tal, M. et al., Biochem. Biophys. Res. Commun., 209, 752-759, 1995i£ffifc<£> 
ftm, Marchese, A., Genomics, 29, 335-344, 199B^lBiJ©^fe, EP 859052^- 



WO 02/14513 PCT/JPOl/06899 

37 

3:7c, ^WV^hfl^GPR 1 4 (SENR) ^TcM^^^KO 

^mmvm^htl^GPRl 4 (SENR) £fctt^<DgB#^:/^K£3~F 
t^DNAiLm ±fS<DGPR14 (SENR) J= fc^W^^T 0 ^ F£ 

— Kt5DNA^tt5DNAt«fV^5t©t , feottJ:V\ 3;fc, 
^VADNA, ^ADNA^^iJ- ±1BL7cM^-»*^cDNA, 
±mVtz%m- ifflJfi»cDNA7^^7H- ^DNA©^ftlX^J;V\ 

77^5 Kft v? ft"? fc o T «fc V \, * 7C, ±|B LfcM -frti^RNA 

#3§Pj3T*fflV^ti5GPR 1 4 (SENR) ^fctt^Ogp^:/^ KSr K1~ 
SDNAti, Tal, M.et al., Biochem. Biophys. Res. Commun, 209, 752-759, 
1995 ^faf^^fe, Marchese, A., Genomics, 29, 335-344, 1995^fEfjO;^ 
EP 859052^aa*O^il^-*fc^nfc^Cfc^^J;oT#5r t 

^igo^y^^F^=-Ki-^^Sia^J^^i-6DNAiM^^S 

ISM£fcf^<7)-|ftS£^LT&5^y^ U^Fite, M©DNA^ 
-a-r5fc:^-ett^<, RNA£t^1-5lc*TffiV^n5 0 

y ^ ^ F («) *3§PJ?<7) *° y ^7"^ FSf^<Z) RNAtM 

? v ¥4 x-r § - 1 ^-et , iRNA©^i fcf*$tB&PMi-s r t 5 
#\ hzwt&mmvtf y fhjir n a t <Dmmm Lx^mm^ 
y Kit^-7-oi§Ji^i^fn • fwurr 5 ^ t 5 0 .*5§p^^^° y f 

FHigR N A t #^i^^/>-f ^ 
§ <D \z.^mxh <9 N M&Jf aic£H&P$*t> U < Ji-Jvwa ^v^fcte^, 5 

So 
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fc&v vt\ ^ ^ ^ y x-r s r t t 5 *° y * * k £ <Drm 
D-y#-*£^LW5#yx;^>^i/;^F, :/y ^fcfitry ^s? 

(IU R# y -e - fiD N A ^ R N A ^ \ZJL m £ fr % <£ 5 fc&g^T U ^ ^ 

10 ^rftbfc^ 2*«DNA> l*iDNA, 2*fRNA, 1*«RNA N 

DNA: RNA^^^i/KWiim, $bi^«#y^^^^K 

c* t-mmm^- y * k) , * fe ^^^©^©#^§^^0, 

^ai-h^ir) ^ot©, w^tfsest u^vr-^ 
yt^-, ^ v'^/^^k, ^y-L-y v 5 ^^) 

25 ^kj fcir>* T^ifej T-y^it^t-y ^^its^^r-t-s^-e^ 
ufd^»^ ^/WbSftfc^y v&j^tfy 5 Tv/Wb$tLfcyyv 
tc^^u^ F&zxMmz fritz* hi-tntcmuftmmzfrx^xx 
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Kf^ftfcW ' (RNA, DNA) T&5 0 «^^«(Z)^#:Mir LT^W 

©ajt^gfl*^;*-*;* 7 hmmvf, z lt/K y * ^ ft ^ y 

&©TiiftV\ f^T ^ir^^^fi^<D J: 9 ^MT't * L< f£ft£ti5 3 D 

* <£> fc-fZ , * LT t> L#I4^£> S ft b T ^ir y^tiolft^ i *) /h £ ft 

^ 5 Lfzmm^mftWV-m£< & &tLT*5 19 , 09x:fi J. Kawakami et al., 
Pharm Tech Japan, Vol. 8, pp.247, 1992; Vol. 8, pp.395, 1992; S. T. Crooke et 
al. ed., Antisense Researcli and Applications, CRC Press, 1993 ft if tefM^rt* 

y , mte^-mmK «t v mm $ d , § titcKmx^-z. b^z. t&x*% 5 
§ «fc 5 \m< ^°y y ^^=t 5 ft*°y mmmtommm^M^tc 

o -/uft if) t V^o fciBfezM4<E> ©#a£tf & fri5 0 fJW 5 1-0* LI ^5? £ L 

5 3„ LTf±, ffik<D3' ^fc5V>tt5' fe^^jc 

Sag^tifd^-Y^yfflCCS-e, ^y^^l/T-if\ RN a s oiz}><DX#VT 
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L<te^*7V^fcte^ftb<^^^ 

• ^(DmmfcPy^tWiiLilt^frbhOT^ K%L< Ji^Tvi^fcft^rftbcD 
&^$L#5£Wr?fcftff, *°y ^n-^Mn^ ^y^n^^ftwfaft 
T'feotl) <fcV\ 

10 ^^<D^y^^K*fef±^(7)tulE#:^^/^KtL<(iWbOT^ Kfc 

[^y ^ *—f/ufcfo(Dim) 
15 (a) ^ey y u-j— ;^WM^M^<o\^m 

^•^-L-ct«tv\ &^tts#2~ east 101*0, ft2~iongsftto 

20 ft So fflV^bft<5«jS9Uft*i:LT«:, tt&ff. fvK *f-3\ -Y*. ^yh, 
7ixK ^sWtf&ftSflS, ^^fcWyWIK 

JBv^bft5 0 

^E-y y j-/^^:0^«Of^Mlc|^UT^ ^&&S£ftfcMjfiLSj®K 
25 Bi^^ttP^fSSr^U ^n?)I^JIiS»»^fII»a^ 
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m [*>T^-r- (Nature), 2 5 6i, 4 9 51 (1 9 7 5^) ] {Z^Mffit 

srtmso m&mwkLxn. w&.t£, tfv^j-uyyy^-ju (pe 
'wmmmmt L-m, n s - 1 , p3uivsp2/o^ t^mfb 
m. t #mms« t <D&m l v ^mi$ 1 : 1-20 : 1 u&xh t> , peg c# 

^L<«, PEG 1 0 0 0-PEG6 0 0 0) ^10~8 0%M®iST« 

m^vx<DWt&, ^vxftm?v7*v >mmm^bti%> -aft^u^ 

^) SrSUn L7^»«ffli#±a^ b*Xftf£ WJ£ «fc U^WTOif 

\ #| s 1-20%, SftUttlO~20 %<^J3ftiMf R P M 
1 1 6 4 0 t§ffi s 1-10 %<DWJllkm%:^teG I TlgJffi (fP«^X^ 

(*) ) ^tat^^v v-^mmmmmt&m (sfm-ioi, btksshs 

ffi) ) ft¥*m^ZZ.k&X-%Z> 0 J#*fl.gte, a^2 0~4 0°C, £?3;L< 

WoW 3 7 °c-efe 60 ji^" 5 0—3 mm. &t l < w: 1 2 am 
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(b) ^ / ^ n-r-;v^w-(om% 

m^m&, ^^s&ft m, deae) ¥ 
%m^vm><D**imu &&*mk%^xmb*%zmmmmm « 

oTfrft 5 So 

t?S/f>fn^o^3J ^ dp-— A/ • rj h • ^v/7^y|^iitbtv> 

ufcs m&ibbh\z®i3-£tiz 0 &^mLxfcfc&&m*m$>%frib, 
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gpri4 (senr) w*-t£, ^mmmmm^ 3 %tz.vsmm%- ■. i 

GPR14 (SENR) (Mx.kt jf-WftOimm^ : 3 £ £: ttiB5U#-J§- : 1 
<tttlb<D^XTAs&1tn*tlb<Dmzm-&tiLfc&, GPRH (SEN 

r) (iiif, *mmomm%-: 3tattm&m&: 1 its^57$;i 

* fc fi-tn & tf):£3>3&» L#5£tfc-(?&*if^ *° P * p — ?vHKffc / ^ p - 

•^/^^ofpr^Tfe o r & J; v \ 
gpri4 (senr) wz.&, *mm<Dm$m^r : 3 £ /c teIS?iJ#^ : 1 

<l^|LbOx^f/^fcra?)©I (KTn GPR14 (SENR) ^£Bg- 
lE-f53§1^fc5) ^Mi-StrL^ GPR14 (SENR) f^tttffl 

(a) ^;^pf-;«14»©fl 
GPR14 (SENR) mte, mMmz1&LX&*\z£\)ffim3i&*f&te 

rSrft-£LTfc«fcl\ ^#ttS^2~ 6fi£te 1 EH" If- 2 ~ 1 0 UlSftff * 
K ^>7^x 7^K ir^^^tf btiSfiK -vpx&ZXfiJ-y b&ffrt. 
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ts 0 m^m ^(DVLMmmmt, 'mx.t£, «gprh (senr) mt 
tti t £ , ^ifr Ltzmmm<DftVk%mj£tz> rna>5 

frfc 5 5„ B^tSW^ttiJEftiO^SfeN Will, ^--y-i^/^^-f^ 
C^^-¥- (Nature), 2 5 6t, 4 9 51 (1 9 7 5^) ] Kt^V^I 

(PEG) ^fe^-r^-f/V^Jfeif^f&tLS^ $ftt<«PEG^fflV^b 

L-Tfi, iill NS-l, P3U1, SP 

. : 1-2 0 : PEG (0 

^L<{1, PEG1000-PEG6000) iU0~8 0 %@g<£>^T«B 
^2 0~4 0°C, ^fU<tt|)3 0~3 7 < C"e^l~10^y^ 

- r 1"5 r £ K «t t) $sp< J; < »B4i^»^ 5 D 

ffl-CtS^ iilf, GPR14 (SENR) m^W^WMh^mW-t t 
t>fc!ft*$*fc@fll (M, W^nywf) ^W^y K^i«±?ff£» 

m&\.tz*;?n-ir;vftfe*femttW£mmfb%iz> 0 
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&v \ Mx.lt i~20%, &IL<{iio-20 %<D*ffi!Jtihffi$r£ttR pm 

i 16 4 omm, i~io %<D4rm!Rjkmtr£trG i rmm tfmmm^m 
m) ) tatt±^>c7y v-^mmmmskmmm (sfm— 101, u^mm 

(80 ) 3&ifSrfflV^ni:dS"T?t5„ i#«MSfl, ii^2 0~4 0°C, £f£L< 

f±#5j 3 7 i§*B#r^«> m , l < n i mm- 2 sing 

tf&5 0 i«fi, m^5%ikm^^rxn^o^b^x^^ 0 ^-?v k— t# 

(b) ^rJfulrsUlfcfofDmm 

DEAE) l^J:«!RJtt*fe N SiStoifc, ^ 

item) b^-^vT-msmbom-sfc^i*), tm^stu— 

#5. 

m%mm^mir^fz^\m\^ti^mw:mb^^^r-mmb<Dm^Pf 
kmu *^yT-mum<Dmm&£xp*^vT-b^zf^>b(DU&Mx * 

^ryil'tU ^0.1-2 0, 1~~ 5 <D&&t*7/l>£l£&% 



WO 02/14513 PCT/JPOl/06899 

46 

m%m 2-6 i m-f o s *m 3 ~ 1 o ssmt* 5 r t % a 

15 jbjtk (1) ^TO^y-^-K ^oi,W^y/^S, fMU^fK 

' *fellftlf^^^/^g4:=t-Ki-5DNA^if§:fflV^GPR 1 4 (SEN 

(t=*~*k jy^^f) ©^^y— (2) im 

20 yt^4^©HfB*^bTJ&52i?y5^^^^KS:fflv^S»»f^^fe^ (3) *M 
®*°y K£ fc JC t> L < tt-tH h <DT % K t> t < f*fc 

nbto^^^Sfcfi^feO^^SttfrSrffiv^^ftf^fe, (4) GPR 

14 (senr) *fe^4 J e©^^:*H-*^t^^cfrfflv^s^»f^ (5) ^j!© 

^y^^K^MtfcjtfS^Hf&^J;^ (6) GPR 14 (SENR) \m 

(1) ^io^y^f k ±£2mMM^zl±& mtfv^j-^tcit 

Mmfcfy^fW&^-Fj-ZDUAftlf&m^GPRl 4 (SENR) ^ 
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GPR14 (SENR) •^tz.^(Dm.^(D%^'f^-Y%\^<\^(Dm.^m 
£fcd«X-MGPR14 (SENR) ©B^SMS^U tm*m% 

Oii^WIi'GPRH (SENR) £ <^£«^fc£Mf[^#» 

ix gpri4 (senr) ^ LxmmmwcmB (m^x t?* k^sbs 

gm p y v b -/u y wim^a, * y/^t© y 
io ymik, c-f o summit, pH^yta^^m-^m^^itrmmi-^m 

ftftW Sr^rf-SflS^* (IP^GPR14 (SENR) T=*=* h) £M»J 
*i^«r#LftVMfc£fc (»PR14 (SENR) T^^^^h) fcJfflS 

■•^^5„ ry^>Ki:^^tt^-fb$^5j fctfu y #>-K-£:©*t£«rMF 

15 *3SMf±N (i) GPR14 (SENR) L< li-t©jft*fct±RG P R 1 4 

(SENR) ^^^y^-Ktt<f«co^^ > #£E©#y^:/^K£fcf±*: 
©filr»flc^^^KSrgSttS*fc»^i: Gi) ±fBLfcGPR14 (SENR) 
tL<fl^:W^^fcfi^GPRl 4 (SENR) fD&fr*-??- Kfc L < tt-t©* 

20 ^^^^©H^tfTfe^riSr^t^S^K^y^^KSfctt-t© 
Htf»^V/^Ki±faL^GPRl 4 (SENR) 

^^<Z)^^';-=^*ife^*3V^f± % (i) ±fSWhGPR14 (SEN 
R) £fctel£GPR 1 4 (SENR) QMfr<*7 s }' Kfc, #3§BJ<D*° y K 
25 *fcfl^(Dffr,IE#:^^/^^^»$^«^i: Gi) IfBLtGPRH (S 

ENR) ^fctt^GPR 1 4 (SENR) OSP^^f- Ki£> #3§l5!<Z>7tf 

«MiGPR14 (SENR) £/ctel£GPR 1 4 (SENR) (O^^^ff- 
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R14 (SENR) h t< MO^fcfiGPR 1 4 (SENR) 

k * fcfi^r^ii^sftfe £ £ , mm Ltc*mw<Dtf y k £ tttto 

BillflJ^ ^^StJitJ^ft^ftiG P R 1 4 (SENR) fct<|i*Ot* 
fcllGPR14 (SENR) ©§(5^-7 !> ^KtL<fi^(D^^^!l^-&«^ 
*5tt5, fIItL/c*3§Pjl<Z>*°y^y^ K*fc(^0«f2is:^^^K^GRP 
14 (SENR) tKttM, *fc{if^^^Kt5L<tt^^te^-r 

iWWfiGPRH (SENR) iKDffi&B&mk&ltZfc&VlltZit 

(senr) ir^-r^mmttcimmmomm^mm^tcm^t, mmv 
14 (senr) ^^^mmmz.m%mum%m^\mm^tz.m^\^n 

^F^tcfe^commfcpy^WtGPR i 4 (senr) fcroH&te&aE'fh;* 

®SttLfc^W<OJHjJ^^K*fctt*©WW#^^^fltS:> GPR 1 4 
(senr) Sr a - Ki" 5 d n a 7£SME&# «: J8£*t" 6 r. i m J; o T 

iHMi^abfcGPR^ (senr) \mm^tzM^t, mmLtc^m 
motf y - w K*fc»*offlffifr^ k*3 itm»{b#«*G prh 
(senr) «: a - d n A^^-t^mmm^mm-r % r^ao-c 

»I±tMUGPR14 (SENR) 

fc*^«^!J^^K*fctt^OH&K#:^^^5t©GPR 1 4 (SENR) 
f±*©flfrWft*:"^K£:GPR14 (SENR) i: SrSEft; £ S rt^ 
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©GPR 14 (SENR) %mmst5tt&to (Mx.te\ *mm<v*° v v 

■£tcl%Z(Dmmfo?y^?W) £GPR14 (SENR) &^^58B/l&fcg&6 

£&fc.m&t, gpri4 (senr) %mmttzfc&M&&v%m.ik&®i 

£GPR14 (SENR) ^%1r&1tomzffl&£&tc%&l£&i-t%^ GPR 

14 (senr) zfrLittomwastiE. (iiii ry^^^mm, 
= y mmftc a 2+ }«, c amp^, nmp% c gmp^, 
^ y v- b y y c - 

^SC£GPR14 (SENR) t<^Jg^tt*3Eft:$*S^**ytW:-tO*[0^ 

©G P R 1 4 (SENR) %mmt-tZ>ik&y>} (M&tf, *3§PJ!<7>7tf U K 
^fc^^MW^^^^^) £GPR14 (SENR) &r = — Ki~<5DN 
A^^1-^^K^m#:^*t-S^i(Cj;oT«ljI_h}c:^tfcGPR 1 4 
(SENR) GPR14 (SENR) £?ft£f fc"t « ffrg^ 

*3«kt5IWb£' l S&^ GPR 14 (SENR) ^3-Kf5DNA^ft5i 
®^f$^*t-^ri:^j;oT«JlI±^IJ.tfcGPR14 (SENR) \L 
mm £l£fcM&K& ft Z , GPR14 (SENR) &^H" 5 IfWJWt* (M£ 

mfaffWRv v >mt> c - f o s (ommt, p H©<gT& ^^f»-rs^ 

^7°^}t&t£\±*<Dmmfc*y'*?WkGPR14 (SENR) fcOjg^ttSrg 

£1\ x&mnx* v-=-y^m^m^GPRi 4 (senr) ^lt^ 

±fS<7)GPR14 (SENR) £fcf±GPR14 (SENR) (OWr^^ F& 
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PR 14 (SENR) ft^iiLW5 D 
GPR14 (SENR) %Mi&fZ>\zn, ±fB<^feft £^fflV^ bfr3 0 

^m<vx? y—~yy%fe\zft\i^x > gpri4 (senr) ^^rfsw 

GPR14 (SENR) $T^-r6«MV^S^ f£«£^/l^/^T^ 

\m^xft?z.ktfx%% 0 

GPR14 (SENR) &^~t%mmtLXn, GPR14 (SENR) 

#<^5B^i^^5 fl iJS»^i tttt, Potter-Elvehjem 
(KinematicaftlD M5f&#, ^«K:J;Si», 7l^yf^U7^^t* 

pH£tfS±£: LTfflV^^So (500rpm~300 
0 r pm) TM^W (ii^. 3$ 1 #~ 1 0#) StoU -L?ft&£ bRliljil (1 5 
0 0 0 r pm~3 0 0 0 0 r pm) XM^ S 0 #~ 2 B#ffljg£> U 
Srj^p(^i-t-5 0 ^fllPl^^ ^mbfcGPR14 (SENR) 

iGPR14 (SENR) Z^-tZm^mMfttpnGPRlA (SEN 
R) (DMlX lB^fcV 1 0 3 ~1 O s £TXhZ<DmmL<^ 10 5 ~10 

7 fi^xhz><DmrMxh% a *3»as#v^Bif«pi^sfc >9 © y k 
m*yxt£ < , i^-n y hx3zm<Dmn%mMx% 5 «t 5 

*38M©#y K^fc{^<D|5«^ V-'^StG PR14 (SENR) 
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«>n:«:, ji^^gpri4 (senr) mftt, IIIiUfc^B^O^y^^F 
•^ftnwtasm^^^WifiM^fi&o gprh (senr) mftti^x 

ft. ^»GPR1 4 (SENR) ■tfcft^tltmmomB^-t^ 
|i.m^GPR14 (SENR) m&ft¥&M&L\t\ ^^X\ P#?<D«£», 

C 125 i] , c i4 c] , c 35 s] jfe^-e^ii^ttfcy^^K^iflfOT-f-^r. 

(SENR) ^^^^k$*5ft:^O^^y-^^^4:fT5l-ttx *T 

gpri4 (senr) %^ir%mm%fcmmmmmft*, 

—fcfi, pH4~10 (S*L<fipH6~8) ©!)y|^-777- hD*- 

*sgfe^ 5/ 7 T—tea<o y-tfi/Fh is±y#—b ©ag^sris* ufci ^77 

fe^tfv^ti-e%iv\ ^kWi^Sr{£«$^rSS^-c?s CHAPS, 

Tween-80™ Cfc£-T h 7 *tfc) ^ r^v^ W h ft 

§i/i ? y^^^P^^7Ky^7 9 ^KO^^x.5i^JT'PMSF N p^7° 

e-6 4 m%mm) , ^/^T^fc^^n^r-^RWw- 

SrtSJH-S^fct-etSc 0.0 lml~l OmloKV*fe^-«SR^ 
(5000cpm~500000cpm) Wflfl L7c*^P^(D7K ]) ^7°^ K<HS 

iPU PINf^i o- 10 ~i o- 7 M^mfb^ti«#$^5 0 2N#^lMr£g 
(N S B ) * fc * ^^ifiSHO*gl«0*38^ <DtfV Y*tox.tz.m$tf- 
a.—7hftM3-Z> 0 ^1*0^^5 0°C, S^L<{i4°C^b3 7°C-C2 0# 

t/K^ftv\|§^©#y>MB 0 ) (NSB) SrSlvyft*?^ 

b (B 0 -NSB) £l 0 0%£LfcR#, (B-NSB) ^X-ff 
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^mmofr'v^^^tattvmmfcz^^fWbGPRi 4 (senr) 

-tZtcmat, GPR14 (SENR) (Mx.fi, T7 

*\?ymmm, T±^-;uay>mM. mm\Hc a 2+ mm, i»cAMP4i 
y >m{ts c - f o s ost'i4^s p Hcof£T^if^M-r5^t4*fc«rp 

Mir 5 £?) Sr^fti©^jfe4 « miS^ffl^ffl * y p Srffl V vcaut-fS - t 
*STf^5n ^6*J^^ ^"fs GPR14 (SENR) 

ipaWMtt^M^LT^^ y -^j/^&frfc 5 fctt* IS4GPR14 (s 

ENR) %&$LLt£l®Lfa&!&gX'hZ 0 *»GPR14 (SENR) 
Lfd&BI&fcLTte, ISWMIGPR14 (SENR) 

««aim sjw^ttttiM^^^^^bti 

^K^y^^Ktfcf±^©B&K^^^®tGPRl 4 (SENR) 

k<ol&^&&{£tt&i\:^t-tztt<rt&<Dx? V GP 

R14 (SENR) HiitftZKD^ GPR14 (SENR) ©$P4^^K*fc 



WO 02/14513 PCT/JPOl/06899 

53 

f±-t©ifi[, GPR14 (SENR) Sr^-fSiNHR &5V^fiGPR14 (SE 

;£i§0J?<£>;^ y—~y?R*ry h<DMt LTf±, <D&mtf &*l<5„ 

5 1. ^JJ-^^Jlf^ 

Hanks' Balanced Salt Solution 0.0 5%O^f7^ 

io ^iiu-ct)|v\ 

©GPR 1 4 (SENR) Hb b b 

GPR14 (SENR) ^m^^ttcCHOm^s 12^^M^5X 
1 0 ^/^Titft U 3 7 °C, 5 % C O 2 s 9 5 % a ■ i r T 2 0 fflMm Lit t> 

15 (DJfM^VK 

C 3 H] N C 125 I] , C 14 C] , C 35 S] J&^TSttLfc^WwxKy^y 

20 ®vtf>mmm 

(V^|±I) ^PBST'lmM^j:5J:M«U -20°C-ef£# 

i-s„ 

2. ffljgifc 

25 ©1 2'Kimmm^yy-h\cxmmLtiGPRi 4, (senr) &38m&*fc 

»fflM»^lm 1 T2@$fc#LfciK 4 9 0 /z 1 OSJ^Hifffi^ 
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®^f5?SSr^* U 1 m 1 3 HJ?»-f 3 „ mmz&& Ltcum 

V iSV KSr 0 . 2 N N a O H- 1 % S D S Ti^f U 4ml OMfc^S*?- 

9-k -(fP3te#fiHK) i^-r^o 

©^ftv-^V— ^gy*?^ (^y^VftlSD £fflV^T^tt?£tt£» 

U Percent Maximum Binding (PMB) £rto5£T*&5 0 

5£ 

PMB= [ (B-NSB) / (B 0 -NSB) ] X100 
PMB : Percent Maximum Binding 

b : WiW-zMz-tcmom 

N S B : Non-specific Binding 

b 0 

PR 14 (senr) Gfe^Sria^fc&V^ffiiii-S) ffc 

5 , ^MJfcfiG P R 1 4 (SENR) £^ LT*BWJWj4&^1-£ 
fl^fciifctt:*©^ (W5GPR14 (SENR) 7=?~* h) % 
Kffl*^S:WLfcWfc£* W5GPR14 (SENR) 7*s#*~X 
h) TfcSo Kflr^flJiLTtt, -WK, #^7"^ £ 

±f5GPR14 (SENR) 7^ bT&S^Ty^^ f-efe5^lr 

fti$&i^;^ttOT<£> ( i ) *fcf* 00 fctfcfcfcf J:i\ 

( i ) ±1B®~®£>** 3 -->y%mx*7F&ti&^4 isfA W • T y^A* 
ffv\ ^Ww^y^^Kifcti-twStrffi^^^KtGPRi 4 (SEN 

4fetfS±fBLfcGPRl 4 (SENR) Sr^W" 5 fBWJMii&tt & ^ L T V ^ 5 # * 
SrM^-T^o »flM^tt^^i-S^^^f-(i^(DtoGPRl 4 (SEN 
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r) yrf-^ r-efcD, iffitt^f t^VM^f fcil^OtliGPR 1 4 (s 
ENR) T^^hTfc^ 
(ii) (a)«3^GPR14 (S ENR) ?rtft5»(«$^ ±1B 

gpri4 (s enr) ^ufciifl»j»t4&aijsi-5 0 mmmmm^^-r 

5 ^fb^J^^fi^T^^GPR 1 4 (SENR) T^^b-CfeSo 

(b)GPR14 (SENR) #3&8II0>#!J-W 
K *<Diftmfc?^WKttt±SENRT=r~X hftif) &GPR14 (SE 
NR) &^^5*MI&td8$£*fc&££\ GPR14 (SENR) £?&'ft<fk1- 
5{^<tim»fe^GPR14 (SENR) 

10 TbUl^&tf 5, GPR14 (SENR) £^ Lfd«M«^M^ U Jfclfc 

-rs 0 gpri4 (senr) %tm.ikirz{k&mz£zM^mfe&*i&'p& 

imZik&yQlztcltZom-ZGFR 1 4 (SENR) hTfcSo 
iGPRH (SENR) T=*=*h«U GPR14 (SENR) 

MK, GPR14 (SENR) T>#=l~XhlX GPR14 (SENR) \Z 

LTV^r.t^b, GPR14 (SENR) T^~* H3s Mx.«E»l^#s 
V^-feifO^W^R • TOflfc LTffll^ G P R 1 4 

(SENR) T^^^H^ MxJf^c, ^BS3e, ®s 

25 y-^^ffl^r^ f^lbWGPRl 

4 (SENR) T>fi=i-X hkLXGmfttt&Vak LT, iitf, (I 
a) : 
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R 1 




tiX^X-k^T UM, R 2a teg^£ftWT%£V^^»/Tct-] 
X^X-hX^T^/m, 5S r 4 a — y a — (5£ip; Y a fi»M^- 

15 ucwcfcj^esust lx<d m^nx^xi>^mt7^.mm\ is^ur* 

(1) r/^/V (Mx.«\ *?vK T'nfcVK y^nfcT/K 
^y^^/K s e c— :/^7K t e r t — :/^7K ^O'^K -< V^^^K ^ 

20 ^y^/K -^v7K ^Tf'f-JK fWWiifWCj.^T 
/i"3fVK L < ( C ! _ 6 ) T/v^jfe H&mfbhZ) ; 

(2) V^nJW (0H;tff, ^D^ntVK i/^n^/K i/^u^Vf- 
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1 — A /K ^y?'y-2--f;^^) \ rf7tFnt7^vy (#I> x 
h7tKPt7^V7-5-^/K 7b7tKnt7^Vy-6-{/^^) ft 

3vW£> ^**l~2 0jfi:^©JS-?«S:^bT5llfllU [2. 2. 

5 1] 'VT^/K fcV^D [2. 2. 2] it#*f-}V^ [3. 2. 1 ] ^ 

TvK [3. 2. 2] /^/Vftif (#*L<», &^1~2©E£MK 

Lfc^ffiSr^Tf-S n-^f v^ft if, $ b L < fcf^^ 

n [2. 2. i] (Dmmm^mtTkmB&fm^x^xi, i 

; 

10 (3) Tfr'T-A' (Mz-^ tf^/K TU/KaUyl), ^o^/K 2 — ' <^x^/K 

3-^dp-fe=yl/ftif(7)C 2 _ 10 T/V^/K ^SKiifil (C 2 _ 6 ) T/^~ 

(4) ^or^s/v (0Ux.fi£ N 2-v^n^y^/K 

;K 2— S^^o^^'^/M^K 2 -V^ n^:3r1?-/M ^/I'ft if<DC 3 _ 8 i> 
15 9 n T/l^—zl'ft ifri^Ptf fe*L5) ; 

(5) (#Jx.tf, 1-t°p^/K 2-^nt°^;K 1- 
-y=f-~)\s^ 3-^^-^ft^<7)C 2 _ 10 T^^-/K gFSL 

(C 2 _ 6 ) 7/^^fe^^f|f^5) ; 

(6) (Mifl 7*=/K 7^7^ft^(7)C 6 _ 14 Ty-/K #f*L 

20 <ttc 6 _ 10 ry-/K $fe^*u<»7*=i/i/ftif^f bns) ; 

(7) TJJV^JV MX-fts l~3fi©C e _ u 7y^tt5C,_ 6 m 
/K 0*L<fi, 7i^-C 1 . 4 7M/l' (M> ^y-^/K 7 

ft £f#Wbft3) ; ft ^iJ^lfbH, ft/^T*^ T/U^jW* L < > ^ ^/K 
rc^ftif<Z)C 1 _ 4 T/^^$e ) ^4L<, fcUfcJj-, ^^rDW*b<ffl 
25 V^ftSo 

ap7> (Ms 3£*ftif) > -bn, v^77, tKHS, 
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1^7$^ ^1)^, */i/*sy^ WM!J^ t°n— ;K ^^V- 
;^if(D5~6M^^T5/^if) „ y^^/U-i&B (C a _ 4 ) 7/l^/K C 

5 £ (M> #/I^>iWK C x _ 4 T/l-=i^rV-^/^^K « (C 7 _ 10 ) 77 

10 7/i/3^> (#i]s ^ b^fv'x MJ^y^n^h^r^ hj)7/^px 

h^&if) s c^T/v^ws*?***/ m. -o-ch 2 -o- n -o-c 

' /uajwi^ft i?) N c 1 _ 4 T/^^^/^7-r^^ (Ms *#y*A''7'(~A'^ 

V\ 

25 rrt r^«»^j i:LTE^ 5~8jt (#£b< tt5~6M) 

M^»iS («^tf77^ ^7*^ t°n-/K ^y^^r 

f-y-/K fT/-/K jy^ry-zK >r s*v-/k t^y-A-, 1,2,3 

;K 1,2,3-^7^7^/^ 1,2,4-f 7^7^/K 1,3,4-^7^7 
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1,2,3- rUTV-vK 1 , 2,4 - MJ 7V— /K rh7/^K t° 

yv>>\ t°y^ t°y v^y, t°7^^, M)7^yf) frWWbtk 
5 y 4 % *V y \fy y y $^ if 7 y* y >\ ^f-v^ a-^f-^ 

^bmms 2~3{@ (^l<«, 2f@) ©m^^tT^-ts^^fe 

gftifi^^yi) #i!B#LfcSft; ftWff&ji, r©£5ftl§^Si© 
XV 5 ^^-/K 5: ^V[i,2-a] try ^ >f y i/^y y 
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ii^LT© m^nx^xi, ^mtTkmrni ^i^x^x^^m^mt 
A a x^ztiz> m^nx^xh^^y^ymi fc&tfz^ynym^ 

LX^Xh^W$:&tLX<D r/Np/r>^j (DMtLXa, 7j/*, 

feoR la T-^$tL^ .rg&$;h/-ov-ct>±i v rs/gj tl^«ft^^Wb 

fr^T^s Fg^^tLTV^t ctV^7K*£j. (±IELfcA a ^£ 

mzthx^^xh^mmm&i (±m^A a x^n^ m&znx^x-bx 

/vKj (TfS<£A a ^£ti3 rg^$tLTV^Tt> ctV^V^V^j fc&ttS'* 

y^ym^L-x^x-h^m^t lx(d m^nx^xh j^t^sj 
t mffiftmtt if) ^^iitf^^gms^ i ~ 2 «- lti^t t> =t vvr s y 

y*, »s 3**fti?) , ^bn N y/A fi&£*vrvvrl> 

£\^jr-jvm (Ms ^-/k c 1 _ 4 r/^/^^^) s gm^nwr^ 

£l^T^/S (Ms T5A ^/C^T/l^^T^ A ^C 1 _ 4 T/^^T^ 
A r^7t Kn t°a— /K t°^yi/^ N tvy^y^ ^e/Msjjy, ^■^^■/I'jfc 
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/K (C 7 _ 10 ) T9^^t*'V-*^^ #/W^^7K ^yCj. 

7* b ^f"v / > by y;Virn^Y^ilE) N C 1 _ 4 T^W^v f ^-^ (0iJ. -O 
-CH r O- -0-CH 2 -CH 2 -O-^if) , aM^/K C 2 _ 4 T/^y 

/K ^yf ^K s e c-^/K t e r t — "/^/K "^^/K -f y^^/K 
^^fvK ^v^K WftK /-/K xi^ftmc x _ 10 

TV^/K £?*L<te« (C : _ 6 ) TiV^jVi^ §rl~2fg|^*LTV^-rt i £ 

t^7i?y v if^y^v, t°P-/K -r 5; ^y— 

^£ ^© 5 ~ 6 mmvmm&m.mw^fab&mm* 1 «i^t^$£ s« 

yH, ifcSt JIS^ 3p*fci?) > - bo, e/TA *gfe&. 

/I % ^P^fc^ftTVvT&J^C^T/Wf/V bU 

7/^P^f/K 7^/K ^fv^&t*) , ^P^Wfc^T^TtJ^C^T 
/^dfv' * b^X ^b3^ ^n^^^ 7^^X MJ7/^p^ b 
3f$<\ bVy^v^h^i/ftb*) s C 2 _ 4 X/^#/-f^ (M> Tir 
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-r^T^i^o-evstj i^i^^ym^Lr^x^^^mmmt LX 
<d m&-t$fox\^xh^m\rt.mm tmm^m^) , mmtix^x-h 

\ztetfZs<yi£^m&1iLX^Xk^WMMb LX(D rg&£*vo^Tl> <fcv^ 
(l) 

(2) Sife^ixTV^fc iv^/^^ '^fvK fcVK 
y^ntVK :/.fvK ^y^'f/K s e c-^/K t-e r t -^/K 

15 7K y^yf/k ^^-^^/k ^^-->/k ^y^/K ^^vk /k t 2 ' 

^^CluTM/V, &£L<fi« (C a _ 6 ) T/^/Wfe^Wb 

(3) ffi^friTV^Ck iv^^nT/i^aF-zu yyP7°DtX 

20 T/^/VJ&if^ffeHS) ; 

(4) W&ZtiX^XbZ^T/l'fr-Ji' (MZ-fc TP/KaUyl), ?n^7K 2 

i^T-^/K 3-^-fe=^J&if©C ai . 10 r/^=-/K &tLL<M&B (C 2 

_ 6 ) T/v^~/vfc£5W»fe>ftS) ; 

(5) g^^tlTV^T^iV^v-^nT/^-/^ (Will 

25 2.—*/ 9 P^^-ir^/K 2-V^ p^yr^/v^f/K 2 — d-^f-fc^/M 

(6) g^$tiTV^Tt>J:v>5~6M^W^«S (fll&ff* tr 
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UJJ/K tV-^p^/K ^f-Z^/K ^v7°^/-f/K Hr9 9 J 4 fr^ ^n/? 

5 (2) g^tlWT^J^T/^/K (3) *m$tlTV^T%j;V^^nT/V 

(4) gm£frTV^J;^T/W^/K (5) g&£*l/Ovtt>«fcVv^ 
^7/^-/K *3«fO« (6) S&£ftT^Tk<^5~6Mw^<A^#l£g 
iifLT^TtJiv^Sitm An^y r7y*, jg*, USs a? 
*ftif) s ~b*s vry, B***L"CV^tiV^^— (Ms ^ 

10 /K C^T/I^P^&if) „ gm^TV^t J^T^/S (Ms T ^ 

/K fc^yv^s bf^y^ ^jvM-y^ f-^/u^V tfn— /K -f 5 ^ 

15 /w-^^vk ^yCj^r^W/w^^/K v ? c 1 _ 4 T/^/^*/w^^/k . 

20 _ 4 T/V*/>f/V (Ms T-fe^/K 7ot°t^^) „ C 1 _ 4 T/^^/V^^ 
^ (Ms ^ * i'^l'Jfc^/K ^iX^/Wfr^t'ftif) „ C 1 _ 4 7M/^/^7^ 

(Ms *#yxA''7>(^/K ^.?yx;U7j^/ut£¥) ft'iftfttlfcrf b*u ft 
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(i) 

(2) W&Znx^X-bk^TJl'tr/V (MZ-ft. J^/K fc°/K 
y^ntVK ^y^f/K s e c-^/K t e r t -7*fvK ^V^- 
/K y^^f ;K ^^^/K ^i//K ^^/K tirf'T'/K S t 

; 

(3) g&&;ft/ri v rt>«fcv^^pT/i'^i' v^^n^Dtf/K S^p 
r^^vK v'^P'OfvK S/^P^ri/ZK P'^fvuft ¥<DC 3 _ 7 n 

10 (4) flHfe$ftTl^Tfc«fcVV7V^=/V TU/KaUyl), ^p^vK 2 

-^^7^ 3-^1wi'fc^©C 2 _ l0 T/i'^=/K fr*L <«:<£» (C 2 
_ 6 ) T/^^/^^^W^H5) ; 

(5) g^tLTl^cfc^v^PT/H^/P (09 x.^ 2— S^p^Vt^/K 
2 — is? n^^rir^yK 2 — i/# p^Vx— 2 — n^^rir— 

15 f /v/^^OC 3.7^^ n7H-/^»(f ; 

(6) m^tix^^xh^T'J-/i- 7x^/k ft if 

20 ftWWbfrk ±IBLfc (2) Sm$tlTV>Tt>J; 

V^X/I^K (3) fS^^tLTV^TtiV^^PT/^/K (4) ©g^ftT^ 
T%J;^T/Hr~/K (5) B&SftT^TfciV^-PT/i'^/K ^J:^ 

(6) m^^x^xh^rv-^^Lx^x-h^mmmtLxUs ^p 

TAs^c/vr ^ A *r Y y fc Kp t°p— /K t°^<y i/y, t°^< JJ v'y, *;i/7fc y A 
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if) s C 1 _ 4 T/^y^/^-/w (R ^^^^/u-^^/K ^ ^/Wfr^/t-'ft 
LXIX 

(2) rg^£tlTVvct £V>T^/Sj (±IBLfcA a W$tl5 r«&$;h, 
15 TVv-Cfc«fcVv<y-£>'g!tj I^JtS^^^jRWLTV^Tt .fcV^fltfUSt LT 

A a X7F£n% rm&£tix^xi> xy^y^^m \cistt 

LX^Xh£^W&&iX l~4fl (^*L<tt, l~2fl) |U-*fcttM*o 

2<@<£>ffifc£tf5£i>fc3t#L-<\ Mx.tf, i&B (c x _ 6 ) T/^ 
W fb7^fvy^a , {Sm (C x _ 6 ) T/v*vv3r 

(Ms -CH r O-CH 2 - -0-CH 2 -CH 2 -ftif) , {« (Cj. 
25 6 ) 7 flsZcVWtt*/ -0-CH 2 -0- -0-CH 2 ~CH 2 -0- 

fcif) s f« (C 2 _ 6 ) 7/U^^uy (M, -CH 2 -CH=CH- -CH 2 - 
CH 2 -CH=CH- -CH 2 -CH=CH-CH 2 -/feif) . {£& (C 4 _ 6 ) 
X/l^v^^l/^ (fl -CH = CH-CH = CH-ftif) &<^£«LWT 
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^ R 4a -Y a - t^^tiss GSif, Y*ttwtmw^tcttmik£frix\^xh 





A a '' wmSR^^M-^fe^EmS^b-CV^tiiv^^-if^m 
- Y a fi^*JgMfcM-fb$^-CV>Tt>iv^^ 
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/mh^JIhK g&^ftTVvrfcJ^TS/g^fctea; R 4a -Y 

& , r 4 a team $ v ^ x h £ v ^tRUS * fc $ ft t v ^ x 1> x v 




[5^, Z a te, ^B a ^em$tbTV^Xt>j:V«PCD5~8MS^^b5S 

^P(D2«<DS^i-] Xg£ft5, K&^tB&teit^&gl-m&g£^LT^ 
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±fB5£4\ Z a Tv^£HM?n©2»gte N @tB a ^g^$;TlT^Tt<fc^ 

(1) -(CH^- (altt2~5©SSB[&^i- 0 ) , 
10 (2) -(CH^-Z^-CCH^- (bl:i3«fctflb2teP-3;fcttMftoT0~4<E>!i 

fc£7Ft 0 fS-t, blib2i(^fPttl~4Tfe5o Z^iNH, O, S, SO^fcfl 

so 2 &^-f) , 

(3) -(CH 2 ) dl -Z al -(CH 2 ) d2 -Z a2 -(CH 2 ) d 3- (dl, d2*3-<tt/d3W:ll-*fc{i 
S4oT0~3©fift*^t. IIU dl, d233«ktM3OfPte0~3-C&3„ Z al 

15 ^.tt^^fi-ttl/WNH, O, S, SO*fcflSO s ^-f) N 

(4) -(CH 2 ) sl -Z al -(CH 2 ) e2 -Z a2 -(CH 2 ) e3 -Z a3 -(CH 2 X 4 - (el, e2, e3*3«fc 
T>*e4ttlRl-^fc(^^oT0~2(DS#:^-r 0 {fiU dl, d2#5 £tM3<Z)ftlte 
0~2Tfe5 o Z al , Z a2 fej;^Z a3 «^:tL^tLNH, O, S, SO*fcfiS0 2 £^ 
i-) ft if C^L<f^ -(CH 2 ) al - (alft2~5©H[^ ) ] tfWfc 

20 *u JMfcWfcfe:, MZ-tt, -0-(CH,) ka - (kllil~4« , -(CH 2 ) kl -0- 

(kmi~4W») N -S-CCH^- (kltel~4<D»:) N -(CH 2 ) kl -S- (km 
1 ~ 4 vmkY ^ -NH-CCHa)^- Ckltt 1 ~ 4 tf>#&) \ -(CH 2 ) k ,-NH- (kite 1 
~ 4 <«m) * -(GH^ka- (k2f*2~ 5 , -NH-NH-, -CH 2 -NH-NH-, - 
NH-NH-CH 2 -, -NH-CH 2 -NH-ft if <Z)2«<DSy^f P, ft % 0 

£\ St: 
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5 <DffiQ<D2m<o&i \z&ttz&&<o-m^mi&&\z.%&£titz 2 mom* 

^y££W^f P,ti3 D fl>fl>5 l~4 ffi m^L<lX l~2jH) 

^UWii?) , (C!_ 6 ) T/^l^^v- (Ms -CH r O-CH 2 - 

-0-CH 2 -CH 2 -4a , « (C x _ 6 ) T/^V^v 5 ^^ (#!k O- 
CH r O- -0-CH 2 -CH z -0-^iT) % l&B (C 2 _ 6 ) T/V^l^^ 
15 -CH 2 -CH=CH- -CH 2 -CH 2 -CH=CH- -CH 2 -C 

H=CH-CH 2 -ftif) , &Bk (C 4 _ 6 ) T/^v^^l^ (09, -CH=C 
H-CH=CH-^if) t£i?%J&J&LX^Xi>£l<\ 

±ts^, x*x^$ti% mmn£<Dm^mn~4<D2m(Dm} tLxtx 

(1) -(CH^- (flH:l~4©fi»[4:*f„ ) , 
20 (2) -(CH^-X^-CCH^- (gl*5j;rrg2H:PI— Sfcr±M*oT0~3©fii 

fcSr^l-o gl£g2£©fllf±l~3T?fc*o X al f£NH, 0, S, S0*fc{t 

so 2 &^-t-) , 

(3) -(CH^-X^-CCH^-X^-^H^g- (hi, h2*3cfc-CMi3HP-^fe^ 
l^oT0~2©St^f 0 ffiU hi, h2*3«fctJ«h3©|Pfi0~2Tfe5 o X a 
25 1 *3iOT* a ti-t^3xNH, 0, S, S0*fciiS0 2 Sr7^i- o 41. U h2# 0 <D £ il\ 
X al &£t>X a2 <7y>& < i t-of±^t L < teNHSr^-f 0 ) ft £<Dffin<D 2\%<D 
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fctt, m$Lt£, -0-(CH 2 ) k3 - (k3(ll ~ 3 ©St) % -(CH 2 ) k3 -0- (k3fil~3© 
St) , -S-(CH 2 ) k3 - (k3tt 1 ~ 3 ©3g&) > -(CH 2 ) k3 -S- (k3te 1 ~3©«Elfc) > 
-NH-(CH 2 ) k8 -.(k3«:l~3©^) N -(CH-^-NH- (k3tel~3(D») , - 
(CHj)^- (k4«l~4«m) „ -CH=CH- -C = C-, -CO-NH- 

-so 2 -nh-/£ ?<D2m<Dm&mf bnzo 

X a tLXU, -CO-0-CH 2 -»< 2fffi^S£W£L<, Wm&&& 

gfc^tf«iaf.&*i3a ;ta&»5flHfc£Wu l~4ffi ttltKlt l~2H) |r|- 

-fyy^/K s e c-y^/K t e r t -y*^/K ^yfvK y^yfvK ^ 
^y^/K -^v^ftif) x (C 3 _ 7 ) i/^nr^ ^n^n 

*/v.5/K ftt (c 2 _ 7 ) T/vjj;<{/u Tir^/K y°p yVU 

/Wfcif) ^ f« (C 2 _ 7 ) T/V3^V-*/l/#=/K <BS& (C x _ 6 ) T/Uadf^ 
TtiV^^^atJ ^&tt5^yi?y^WLWTfc<fcl«&fi£: It© 
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mm&i kmwz&ftz) m^^x^xh^r^Mi (±faut 
x^x-hX^MM&tLXfD rg&^ftTvv-ct j^Tv^Sj idgilfrKft 

^itfSj^LT, ItT^S (MxJis rf7tKnt°P-/K ^7^^ 

6 ^roSR^g^^ fcTk*^ 1 IS »V £ *k g*Ji^±^^ 

S&fUV^U<> tf^5»&££LTte, (Ms ^yi, J£*s 

USs a^Sfft^) ^Fp, VTA tRUSs ^~^Ks 7571, 
^rV/^Ss ^n^>it:^^TV^T , bj;V^C 1 _ 4 T^=3r/^ (Ms M7/Utn^f 
/W y^/K ^^&if) s ^n^V^nTV^J^C^T/t^^V (Ms 
^ h^r^ nih^i/, 7n*>^ YDyjVlru* b=3rv\ h 3J 7/^ 

jrv^Y**yt£¥) , aM^/K c 2 _ 4 T/^/^/^ (Ms 7*fe?vK t/n tf^- 
=/i"fc£f) > C^T/^i^/Mwu (Ms y^^/t'tfwK ^^/P* 

R la T?^£tL3 rg&£;ft/rvvC i e>«fcVVr5/gj tC&tfST^/SOg^ 
Si UCBu 

(1) B&^frTVvCfc ^Tjv^jv (M;Ui\ y^/K ^fvK ^ntVK 
y^PtVK -Y y7f/K s e c t e r t -7*^7K 

;K V-OfvK ^^^/K ^v'/K ^-f=f-^, XP'f'/K /-'K 7 s 
V/^ifOC^ioT/U^/K $f$L<ftfgm (C^J T^^ftif^f b 
tL5) ; 

(2) gm^^TV^feiV^^nT/^/^ (Mx.fl ^P7nt°/K v^n 
^© C 3 _ 8 i/^ n 7^ WbttS) ; f£vy nT/^/Hi. 'O-EV 

gt»i^u (Ms f/K s 
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7h7tKot7^vy (M> Tf7tKPt7^^-5-^/K 7b7tF 

ui-y^u^-6-4^fi}f) fi¥ (0£L<f± % f^V&if) «tt^ 

Tt£< ; |^^7M/Ht M*fc 1 ~ 2 ©H^Wgfl^^ L 

Tl&fifU t^P [2. 2. 1] — y^7K fcf^n [2. 2. 2] tf-^/K 
fcTV^P [3. 2. 1] tf^/K tfv-yn [3. 2. 2] if (0* L 

< ^*fc 1 ~ 2 ©iiifUfc<£lj§^£( LfcM^i^ p^* vvuft t\ 

$b\zBizL<te, \?*s*n [2. 2. i] ~s?*f-jvi££) (omm^^dm 

(3) g&£ftTVvrfcJ;V^7\Mr~/l' TUMallylX ^n^K 2 
-^>x=/K 3-^t^^©C 2 _ 10 7;^/K &£L<tef» (C 2 
_ 6 ) bft5) ; 

(4) itJfe&ft-CVvCfc J;^V^p7/V7^ (M^Lfl> 2>-is#v<<>T'~/K 
2 -V^ P^^rir^K 2 — v-y n-<yr-/M ^/K 2 --yy p-^-fe^/vy 
J-fVtiEcoo^yt uT^^fa^m-f feftS) ; 

(5) H&£ftTV^fc«fcVVr?/l'3r/l' y^-A—C^T/WrA- 

(6) ^/^/^/cteKm^ftTVNT^J^Tvyi- (M;tk£> C^T/i^y ^ 

^jv^jvts^jv (M> yy^*/wft~/K a^^/M^/l'J&if) ftif#SW£> 
ft*) ; 

(7) gm£ftWT^£i^Ty-/^ (M?Lli> l-yf-nrftl?) ; 

(8) ©&£ft-cvvckJ;v>m#&g (Mx.fc£. 75y, ?-*y=.^ c°p-/k 
-f^y-/K t7^-/K fr/-/K ^-^y-/K ^yfry^K >ry 
drf-y-/K rh7^/K t°u^y, t^v 5 ^ tru5^^ t°yy*v^ h 
y 7y'^^<7)i», a^^J;«^^^5i«ftfc 1 ~ 2U<d^ 
7nifi~ 4 5-6 Mo^BeSSRSI^fc**^ l li^l^T 
7gfife$ftS2k 7f7tFP77y 7h7kKDWxy ^ft^. ;T 

trn y trn y > N ^ * yy y ^ 5 #V V y, t°y y 
yi?y % tf^yyy, tvy^ t^^v 5 ^ ^f-v^ a-^f-^T^:^ 
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\fy yt£ zoimmn.*, ZTmsK+tpbm&wz 1 ~ 2 @<d^ p 
1 ~ 4«^rt s 5-6 M^#^#^m*^^7k*^ 1 m&^rj& 

5 _h!BLfc (1) Bi&^tvCi^T&i^T/i^K (2) Ejfc&trcv^-Cfc.fcV^ 

^pm/K (3) g^^tLTV^-C^iV^T/^^/K (4) ©&&*lTV> 
T^cfcl^v^PTVl^r^/K (5) g&£;h/Tl^Tk«fc^77/l^/K (6) g 
ifeSftWCfc J^TV/W (7) gm$HTV^t<J:V>T!J-7K *3<tt/ 
(8) E^^tLTV^^J;V«M^#LTV^t J^gmSiLTte, /M3 

10 W (Ms 7j/i, JW, A*, 3?§ffft£*) s ^n^VE^fcteC^TA' 

n^V-CSljlS^TV^-Ct iV , »C 1 _ 4 T/V=i#'>' (Ms ^ ^h^i/ s 7° 

1 . 4 TMl'^^ (Ms -0-CH 2 -0- -0-CH 2 -CH 2 -0- 
15 ft if) s flv^K C 2 _ 4 T/^y^/V (Ms Tir^/K ^p.^/^^) n 
C 1 _ 4 T/v= 3 f/^/v^^ (Ms ^^/wtfwK ^f^K/v-fc-jvtzE) „ 
(C^J T/^^r/K C 3 . 7 ^P7M/K VTA ^fPs 
flHft$tL-cv^t«fcv^^--/i/S (Ms ^-/K c 1 _ 4 T/^/^^- 
ftif) s gm^ftTv>T^ J;v>T^/S (Ms 75 A i eyc 1 _ 4 T/v^T$ 
20 7s v'C^J^W^;. fb7tKPh°n-/K txyi?^ tvy^ 

^;vOs y ^^/^ y a t°n -/K ^ 5 ?V—>\>t£ ¥(D 5 ~ 6 M<^S^T 
s 7s7/^=3r^/^ {« (C a _ 4 ) T/I^=^rv'-^/^=/K f« 
(C 7 _ 10 ) 77^^t^^-^/vtN=;K ^^Cj^m 

25 ^>fc£ti/rv>T^J:Wtt (C, 4 ) 7/l^/K ^P7* Afb£tlWCt> 

i&B. (C x _ 4 ) 7/^^A ^^-{tt (CiJ 7V^/K C 3 _ 7 v^n 
T/^/K ^7A ^Wlfbtl, W^tti: lAJA 1~3 
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jh/Cl^Tt) <fcV*7Vi" 3 f7i' [Mx.«s ap^ 7j/i, USs a 

l>*3teif) > = fn, VTA tK^S, flfift$tLTV>Tt>J;V^^--7V3£ (Ms 
y^-/w c 1 _ 4 r/^/^^-^if) , f^fe£frL-a^-cfc«fcvyrsy£ (Ms T 

5 A ^ C 1 _ 4 7/i'W 5 A v J C 1 _ 4 r^/i^T ^ 7f7tKnt°P 
5 — /K t^7^v, tf^J^y, ^/i^UA ^^-^7^ u a tfa— /k -< - 

V^T^«fcV^/^>v'7^S (Ms C 1 _ 4 T/^=i^sV^/^^/K 
4B& (C 7 _ 10 ) 77M^t^i/-*^-;K */C 1 _ 4 T 

10 \-iC 1 _ A T^^^- i y^&:^^X^X^^C 1 _ A r;v^;v (Ms MJ 

3-A MJ^/^n^b^v-J&if) s C 1 _ 4 7/^vymv' (Ms -o-c 

h 2 -o-s -o-cH 2 -cH 2 -o-^a s y^^-l&Mt (c. x _ 4 ) 

15 3vy C 3 . 7 y^n7/^/K C 2 _ 4 T/^7^/^ (Ms TirfvA 

7°p tf^-^yn&if) s C 1 _ 4 7/^/>^/>*=A' (Ms ^^/nfc^/K ^ 
^/MwAfiif) N C!^/^^^^^ (Ms y*yy/K7-f-;K 

Tfc.fcV^fvK ^^"/K -fy^ntVK -i V^/K s e 

20 c -7^/Vs t e r t --/^/K ^y^A\ -f V^y^/K ^^^/K ^ 

fiiSR (C,_ ( ) T/^/^iT] Srl~2®WbTV^t>«tV>r^ySW^L 
V\ 

25 Ltit c 5 . 8 ^n7/^y (Ms v-yn^y^A ^o^ty yyp 
*<7#>4$)\ c 5 „ 8 ^yy nr/^y-y (Ms l-^p^ry 2-^p^< 
Ary N 3-y^n^yry 2-^n^ty 3-yy n^iry^) s 
c 5 _ 8 yy nr/^^y (Ms 2,4 -yy n^y^^y 2,4-yyo^ 

^rih^A 2 ( 5-y^P^tv?xyf) &£f<D5~8M (0*L<»5~ 
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(Mill77X 7M~y^>\ t°n-/K **f-y*-/K 

io y^-^Z-zK fr^/K -fyfry^/K >r$yy*-/K t'7^/K i, 

y-/K 1,2,3-^7^7^ l,2,4-f7^7^/K 1,3,4 -^T 

i?7/^/K i,2,3-MJ7y-/K 1,2,4- hyry-/K xfyy-zw 
fc o yi?y, ify^yyy t°y ^yy, ^v'y vvr^ym) tek*&mfbti, 

7f7tKnWiy ft7y ^^r9^ ttf-ttyy* t°n D y 
•Y^yy ^y, ^f^yyy t^yy^y t o 7yyy ar*wy> 
f-iyTv 5 ^, frv'y fr^v'y, t^y-yy, ^/i^yy, f-^/u-^v 
y, 7h7tKpt°7y t^y-yy, t^tt°y rift 0 

20 yft£?©5~8* (0£L<te5~6#|) ©tafpfe5v^f^taf^©Pl^3S : # 

iB^^n < Lfc¥at©ra**fct*ifi*»^ Mtms 2 ~ 3 m w * l < 

25 2|g) (D^-tfc«M/£ofc»li^tT«i-6|g^^b7R»iS^ lfi^l^ 
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ftofc2ffi<^##agnss) * s ai^ufcgt; lm^mmmt im<vw\mm m& 
5; /K >r ? ^[i,2-a]try v>>\ =3r/ y ^ -r y^y y ^ y 

7 y /K f-^^/K tf o y /K t° y >^ (&£ t < ft, 6 MS) ft £TjW£ L < N 
i (la) X^fh%i\&m*tz.\tt(DM.<Dt£frX*i>, & (I I a) : 




(Ma) 



* a -R Za 

4©2i©SI:, R la ' ftl~2ii^)g^§tLTV^-Ct> iVM»T/^/^TB 

Jg^ gm^tiTv^^iv^r^yS^fcfiS: R 4a -Y a - -casting (s£ 
v^^iV^7K*S*fctt«ft$^TV^t>J:v^3fiaiSSr*i-) 
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S(IIa') 



R 



,1a 



R' 




(Ma) 



X*-R : 



,2a 



£\ B a teg&£tLW-C<bJ;^5~8Mgt^ X a M^^M^Ff[^l~ 
v^xfc^v^^SSr, R 3a ' nm^nx^Xi, £v\R*bic*£ % B&£*iW 

5 / mi m lt wr i> J; v <t s fc ran* o t i ~ 2 
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mi tLxn, 

(2) ^Fn, 
5 (3) VTA 

(4) TkStK, 

(5) gj^ftTV^il^t-/^ ^^-/K C^^/^/Vf^ 
if) , 

(6) mm^wcbJ^T^/S t^a ^yc^j/^r^y, 

10 S?C 1 _ 4 7Vl"3f-/l'7 5 A fh7t Kot°P-/K ^v 5 ^ fcf^UW, * 

/V*!)^ ^^^y^ >r * ^v-Me if © 5 ~ 6 iroitr ^ 

/ftif) , 

(7) ^xTMktlttZT $ Kft£tiWTt>£v>#/^>v7vS (M, 
3rV/K Cj^T/^^r^^/^n/K fit (C 7 _ 10 ) 77^W^-* 

15 ;V7$~;v y *t J C X _ A T )V*r)Vj3 >v/^4 VC X _ 4 T jV^tjV 

7J/W^/w££f) % 

(8) /Nay^^fe«:C 1 _ 4 T/^^^g^$tlTV>T 1 b«tV^C 1 _ 4 T^ 
(M> Ml7/^nyf;K ^^/K if) . 

(9) /^py^m^*fcf±c 1 _ 4 T/^3^V"C«^fe$^^*tv^Ttiv^c a _ 4 T/^ 
20 n^y (fj, y x(>^ h U7;^py h^V, hU7/^n^h^ 

Vftif) , 

(10) C 1 _ 4 7/^W^Wv' (#k -O-CHj-O- -o-ch 2 -c 
H 2 -0-fcif) , 

(11) y^/U-^m (C x _ 4 ) T/l^/K 

25 (12) C 3 . T ^n7/^ rfvl^/K C 2 _ 4 T/^7^/^ (Ms T"fe^7K 

(13) C^T/^/^/P/jwP (Ms y^^^/^-^K ^^^^/^--/^ 

ft if) s 

(l 4) C x _ 4 T/^/w*/^:7 A &L tZV^tvy 4=-jv s ^%-y^jvy 
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^-/K s e c-7^;K t e r t -Zf^/K ^y^/K 'f V^yf /K -t^^y 

io ±!E5£<K R 3a &J;t/R 3a ' rg#£^T^-Ct J^iflfSiSj £ 

LTf^ _hfBA a ^£;ft5 rg^^tiTV^^ iV^VirV^j fc&tffc ^ 

ilBsS'K R 3a &J;tJ«R 3a ' TvT$n5 rg^$frTV^t>J^7^7£j i: 

15 LTf±, ±i2A-e^§n^ rg^£ti-cv^Tt> iv^^v^j ^*3its r^cy 
20 ±faA a -?^£ti3 rg^$^LTv^"CfcJ;v^^^j idstts r^-^v 

tLTV^^iV^^M^-J bLXlXMx.lt, S, S(O), S(0) 2 ft<^Wfe 
25 frl£ 0 

^ (la) TS^^Sft^Sfctt^Ojfittifr^O^feleiioTiiljt-et 
5 0 £fc s S (la) M^^TWSO^ *> 

SV^ttT KoyV^^X, 4 0|, 5 643~5 6 4 6I, ti^3-2 

2 0 1 8 9 -iHHSU #&Bg 48-30280 ^^fS«C0^^ 
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(la) £|f^fcS££^j£LTV^TfcJ:V\, 

15 ^ s H^frif) N C^gT^dr/^/^^/u mx.lt, T-t?-JK 7°nt°^ 

25 .^r/V ffliil y^/K ^^/K '/o tVK -fy^ntf/K tert-^ 
^J&if) s 7x^;K C 7 _ 10 77/^ fflifl ^i^fti?) N C a _ 6 T 
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if) , C^eT/V^K C 7 . 10 77/^/K =hnMi»^ 

JJ- (J.F.W.McOmiefe, y^^^tt) fclB*J®:£ifc] ^J^b^S^ 

10 
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X— R 2a (IVa) 



X-R" (Va) 



X a -R 2a daa) 



ffiM¥ 3-2 2 0 1 8 9 #^BS 48-30280 if fcfB$<£> 

^wSiS (iva) ^snsft^fti/ttt-tojfifcSrKjS^-fr^feHasS: 
(va) x^Mih^m^tcit^(Dm.^m^^Hir^t\c^v, Ada 

A (I a) MxJf, TO^^Aiao 
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Tf^KP^^^-^, 4 0f, 5 6 4 3-5 6 4 6 Hfc if fcfB*J©:£&* 
^«W«Cfc^«oT, ^ (Via) ^£*LSfl5^*fctt:*©ate 
S (Vila) rx&Zti&fc^ttttV&b&BU&S&X&btltt (VI 
I I a) ^$tL6{^tJ^fcl^<Dfi«R la Z al l?S$tL^{^tliRJS 
S (la) Tf*$*L5ft^|fc*^:W:-t©ifeSr#«ili:as-Ct 

So 
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^nnx^y, ^nn/Js/^A, Mib^iWIO , ^tK»^« (#J 

S (Villa) ^$tL^^«fcf^«CTLT^ffl-rSS;R la Z a 
l l?S£frl5fl:^<D4te s 3$0. 5&V^L2 O^/^fiu Sf*L<flW0. 8 
fcV^l 0^/V^4Tfc<9> r.(DH#ORjSM{^- 8 0 0 C^V^L2 0 0°C. & 

g l < nm- 8 o °c^v> l 8 o °c-efe »9 , Eit^mnm o . 1 1 9 6 n$ug, 

if* b < fifcft 0 . 5 ftv ^ L 7 2 i^BBtf *> 5o 
£fc, 5£ (la) R la ^ffig^(DT 

±mx*-&x*&m$fr%3: (i a a) 

1-%-khx$z c 
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^-k.fmfi\m\-mm\±f^-f)K m^^-^^wmz (Mill 

**^ N ^bw^, ^po*m, m«*^) , m&mwmm m 

/l^T5 b% v^^Ti? bT5: b\ N-^^t°nU Kv#) N M^vi^jg 
(gM^/K H^fvMg) N Ti?b~by/K i?^WM^r^W 

«s wiff, bu^^rs^ 4- 2- 

tert— :/^vW %J-1- VxJf-jVT XJ-l, 3 -is* =f->V/^- fc Kb - 1 , 

■ 3, 2 -s^rif «7kifr7-by ^ ^zkStTjy^ ^sn-b 
ry^^^^f^ffllT^^Si^it/ 18-^7 !7V- 6 7 ^ 

S (I a a) TS^tLaf^#I*^fi^(7)te^LT{£ffl-t-5^;R la ' ' L a "C 

S$^5^^*fc*i^ dab) T?*§ttSft;^**fcti^©ti[^tT 

0£ L < 0 . 8^^110 ^r/l^fiTfc 19 , n «<Z)SJ»gJi|tJ - 2 0 °C 
/^L2 0 0°C, »t L<tt*&20 < C^bl5 0°CTfe 5 N S«fiM 0 . 

©41*. S(Iaa) SfcttSt (lab) ^SftSfc^W^LT, ft 

0. 5^110^1, 0£L<tem&V>L5^/l^*T'fe5 o 
^bC^ (Iaa) ~ (lad) ftSffc-^* /cte^i^&V^T, . 

£3n©g&^S Stales, ^s>*KJ&30 fcilK ^ 

a^^W^S (gA a T^^tl5-<^ir>^^UTV^^J;V>gm£^ 
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if) \z$mrzz.k&v%z Q 

r©j;5^UT#btiS^ti (la) n ^o^ilffiM^ Mz-imm, 

5 tut, i&m<r>*9 y—~fyfe-iiittiLx? bxnbnzG 

PR 14 (SENR) Tlsfizt-XbbLXGRteik&bkLX, (I 
b) : 

R 

I 

Ar-X— (CH)— Y (lb) 

Arf*g&£*iT^TfcJ;^Ty-/i^&^u xiit»^«t 

LTSfc'^J* LTV vr Ytegm£;ftT^Tt>J^7^/S£7cteg|&£ 

15 *l3 0 

±IB5*#, Aril rg&£;hTVvrt>,fcV^y-/l'gj Sr?jrt- 0 

K rg^^^iTv^tiv^y-^Sj © rg^sj tuf^ Mill 

(i) ^n^^^tiTV^TfeivMSftT^/^ (ii) ad^^ (00*. fl 
7^p, ^n/K ^nA, , (oil) 1BMLT;l'*l'ls*?tti/£ 

20 (Mx.fl ^I^v^^K ifl/yi?t^4^©C I _ 3 

^gftif) s (iv) ^hnl, (v) *STS^ (vi) tKn^I, (vii) 
✓Na^iz-ffc^tLTV^Tt) ctvMg^T/^^^v-S, (viii) jBR^nT^M 

WC 3 _ 6 i/^nr^^S^if) . (ix) ^p^>ft£tLWTtcfcW£fS 
25 7V^/^«, (x) 7^S> (xi) */-ti7/^7-;;i (Mx.fl 

S/£&£f) , Cadi) v?-i&»7/V^7^S (M*Jl ^f^7^> 



WO 02/14513 PCT/JP01/06899 
88 

Vx.J-jvT ^/t£ E(Di>- C x _ 6 Tfr*JVT S / Sft if) s (ami) iitf 1 
l£V^L3fi^ LTV vrfc <fcV^5ftV^L7M^f£T? (09*.tf> tfn 

y^y, t^y^y, t^7^, ^u;, f-^/M^ y y ft if) > 

(xiv) fiS7^^-)(7M^;V7^yS (Mxff, T-fe^T^y, /nt° 

t^r?/, y^y^r^y^iftDC! _ 6 7/^;v-*/^^75;M 
if) N (xv) r^y^/^^^v-S, (xvi) ^/-mmr^^r^/- 

M=;l/t^v'/£^0* y -C ! _ 6 T/V^T^y-#/Wj^/l^^>£& 
if) N (xvii) V-'&CT^frT %J-tS)V^jVir^r^ (Mx.^ 
A'T ^ y ^H'^t^rv', itx.f'A'T ^ y #/l^~/M-= 3 rv'& t*©^- C x _ 
6 T^W^ y-#/l^~/l^3r$/gftif) , (xviii) \&KT JV^-;V^;V^ 

PtV^/v^^/VT^y^iffDC, _ 6 T/^w^4wK7^ y£ftif) > 

v-#/Wj^/K 4 yy*Y ^y , *^-/V^ if© C x _ 8 

T^a^^-^^^S^if) > (xx) tf^/J^vv^ (xxi) <6»7Vt"* 

/I— tf/V/iWl'g yfV^A-tfwK ^A/jJAsiS—}^ '/^-JVtlJV 

Tf^)VfaE(DC x _ 6 T/v*/v-;fr/^=/i'£ftif) , (xxii) lif^nr^ 

D7^/V-*^- A'Ssftif) > (xxiii) #/^/^E-iVl^ (xxiv) -^y-ffi 

/K T'nlf/^yW^^/K ^f;^/W^^;^^©^/ -c x _ 6 T/^/^ 
-tf/w^^Sftif) (xxv) ^-{MT/^^-^yw^^-^/^ (09*.tfs 
v^^vu^j/w^^/k ■S^fviofr/w*^ /V^ifo^-Ci _ 6 T jv-^jv—j] 
/W^e>f /l/j£ft if) ^ (xxvi) {MT/^^/^^S (Mx.^ t^'A'Xfl' 

-yugft if) s (xxvii) M#^nT/l^/W*/K<Jw^ (09*.fcf H S/^P'O' 
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=3-/V7,/vfc^/v s ^/^ n^^i/;^/^=/k^ if© C 3 _ g i/^PT/^/W/V 
TjN -yUT^if) , (xxviii) 7i=;l/S, (xxix) "T^^g, (xxx) ^/ -7 

/i^-C, _ 6 T/i^^S^if) , (xxri) V-y zu~/v-{&.T /v^jv^ (Mx 
5 fi, i?7x=Wf^ v ? 7^^;^^/^ifC>v ? -7ai^/U-C 1 _ 6 T/U^r 
/vS&if) , (xxxii) ^y-7^^-«T/^/l/-^77^n^^^S 

(xxxiii) ^-7^^^-{«r/^=3r/U-^7/^^^7^=¥^S (Mxfi, *?7^ 

au -;l / -C 1 _ 6 T/^U-^77^^/^^r->S^^) , (xxxiv) 7^/^-y 
(xxxv) ^y-^rc^u-fg^T^/^-^^^/^S (Mxfiy^A- 
*J-;v%/V7$=^/v, y ;vifs^}Vfi¥(j)3c ; -y ^^.jv-c x _ 8 

T/^/W-#/^-/W£ftif) , (xxxvi) ^-^-/V-fg^T/^/t-— 
15 7j?=/u£ (Mx.fi, i?7i5^^A/*/l/^, s^rn^yl/^/l/tf/M^/U 
^^(^^-7x^-0! _ 6 T/I^^-tf/M^/l^ft^) , (xxxvii) ^<V 
7V/H, (xxxviii) 7x7^^/U#^S N (xxxix) 7x-/k-||7^ 

^^^^^71^-0! _ 6 T ^JV-j] }VW£¥) , 
20 (xxxx) 7cc^/^/W^^/U£ N (xxxxi) 7*c=/>-<SiR7'^/V-*^ 

(xxxxii) 7a=^-<ERT^>i^T5/ (Mx.fi, 7i^-^W^y, 

25 (xxxxiii) 7x=;>-ii|RT^/V^^x/vS (Mxfi, 7x^-^f;l/ 

jV-fc—jvWl}*) , (xxxxiv) 7s^/l'*=Ai, (xxxxv) 7xx^-|6 
I7;i/^r;u^;u7 ^ (Mx.fi, y ^.=-;v- ^=f-;v^;vy j =/K ^^^/u 
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(xxxxvi) y^^-i&mT/^/u^/u^/ur^ym (0d*.ti, y^-^-t 

x _ 6 TA^/W^V^ /V7 ^ 3fefc if) *3 it) 5 (xxxxvii) 

[II (xxviii) 7x-;H, (xxix) ^:7fvVg, (xxx) ^/-T 7 
5 3i=-yV— ■flSftT/Vdf/V'S, (xxxi) ^-^^^/^-{g^T/W^r/^K, (xxxii) 

^j-y^^/v-&cr;v^-jv-ti^^J^^y^ (xxxiii) 
-{S^T/^/l^-^/^^/^^^Ss (xxxiv) r^/^v^ (xxxv) 
-!7;nri/U-{g|&7^^-#/t^-/t^ (xxxvi) i>-yau=.)V-f&CT}]y 
^jv-tijvi^^-jv^ (xxxvii) ^yv*^)^, (xxxviii) y au ; ;Vt$=- 
10 /VS, (xxxix) 7s^-iSi7^^-*;W^^/I/I, (xxxx) 

(xxxxi) 7 j.-^-{g^T^/l— ^JU^-JUT^/m, 
(xxxxii). y ^~)V-{&lT )V-$r)VT% A (xxxxiiL) 
^/l^^/U^ s (xxxxiv) ^^^/I^/U/j^/l^ (xxxxv) 7x^-{Sft7 
/^/l^A-t 7 w =^£v (xxxxvi) 7*=./v-<S|RT7i"ap-yi'^/u*^VT 5 / £ 
15 (xxxxvii) 7x^;l/*=/V7 5/Itt, 55t N MxJis «T/^ 

($|xJf, y^/K if/K 7ntVK -fy^ntVK sec-^/K 
tert-:/^vK ^y/^^OC! _ „ 7/U^ftif) N {gj&T/l'^ 

=3rv- (MxlWC> 7 T^V, ^h^s 7"p^>^ ^y/om n-7b^ 
v\ ^77h^ sec-^h^fv', tert-^b^v'&WCj _ 6 7/l'= d rv'ft 
20 if) , /np«? ($JxJ3\ ^p/K 3— Kftif) , tFn^ ^ 

ffww^y (M;t«\ v'yw^y, ^^/i^^/frif^-C! 

_ 6 7/^7^y^i') , = fn, «7/^^-#/i^-;k (Mxtf, 
25 /k#/^7j^A\ ^/^#/^~/K 7f/i/*/^;v/£^©C 1 _ 6 Tjv^-jv- 

±fH<Z> n ^VfC £ tiT^T <£ l «7/^pSj i:LTf±, M£(*\ 1 
/iV^L3fi©^n^>If (iiff, ^a/K 7pA, a-Kftif) 
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tt)iV«7^/H (Mfctf* y=fvK 3:^/K ^ntVK y^n tVK 
y'^/K sec-y^/K tert-y^/K ^y^vK ^^^WC, _ 6 TAs^A* 

y^vK FD^pp^f/K h!J7;i/tP^f;K 2-7^^^^ 
2, 2, 2- MJ y/l^P ^^7K -fu fcVK 3, 3, 3 - MJ y;V^ny°u \f 
/K -fy^ntVK t/fvK 4, 4, 4 - b V 7/v3ru -f=f-)V^ 4 V^/K 
sec-y^/K tert-y*^vK ^y^vK >( y^I^vK -^^y^vK 5,5,5 
-b!J ^/l^n^O-^vK ^^rvvK 6 , 6 , 6 - MJ ^/t^n^^V/W^^S 

l^LS^^pyyiii^ fflx.fl ^n/K ^nA, 3-Kft£f) ^fLT 
^TtiV^iT^^^r^l ffl;Ul 7* h*i^ ^b^V, t/pxK^V, -f y 
^nl^fv', n-^b^ -fy^h^y sec-T/b^ tert-y>^r^^if(7) 
Cl _ 6 T/u^v-Sfti*) &<^Wbfri> IrWJiLT}^ 0J*.tf* b^v\ 
V7jvjru*Y5-*y, h'j7/^p^ h^y 2, 2, 2-^17^ 

tp^b^y n-yn^ ^y^p^y, n-7>-^y 4, 4, 4- 
b y 7/^pyf^-y yy* b3^y\ sec-y^ b=¥v\ ^y^^i^ ^-y 

l^V^LSjglW/Nnyy^ fflxJl yn/K /nA, Sr^LT 
V^t>ivM«T7^y^« ffl£H y^f-^s ^A^f-Hr* n-yntVk 

^\ -f yy°p n-y^^, ^ y/f/^, sec-y'fv^^ 

^ txtt, t?-/^^ ^y/u^-py^/u^^ b y 7/^p^f/vft ^ 

n-7°Pt>ft, yyPtVvf-^ n-y^f"^-, 4, 4, 4- 
MJ7;^P7*f/W, -<y7"f/W> sec-y^/^^ tert-y^A^^ 

rgm^tLTv^Ttiiv^ry-^Sj © rgm^j at^tKft a) 
(ii) ^y-«r;^7^/i fflx.il y^r^y, 
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T ^ A Ap \?;VT \/t£ if©* J-C 1 _ 6 T/^/KT^ y&&if) > (iii) 

-C 1 _ 6 T/V^/VTSySfcif) , (iv) 

5 V^Tt>£^5ft^L7MSI^T5/S (09*. tf, fcTn JJ fc^yvV^ fcX 

9vV> ^-*/i/*y yftif) % (v) «T/i^=¥/v- tf/i/tf?^ 

<DC 1 _ 6 r/^/V-*A/#=/VT^/£j&^) , (vi) T ^ y ^/t^^/M^ 
(vii) *y-ffiftT/v#/vr5y-*^^^VS (09*. tf, Af" 
10 /UT^ y^/Mi^/I^^A ^AsT K/%sl'7$z=.;U$-3ci/f£}£<D*y-C 1 _ 
6 T/^^T^ y-#A^A/M-^£fti:*) s (viii) ^-{»T/l^KT ^ 

r 5: y ^tfwi^^v'ft a<oi?- c t _ 6 tw^t ^ y 

Kftif) > (ix) flSRT^^^^T^yJE (09x.fl fvi^-Mwi, 

15 r^y, xf;^M^7^;y, ^ntv^^^^^/^^Cj _ 6 r 

;v*;VX;Vifr~;VT%;W£¥) , (x) 7i^-fift7^W.5y (Wx. 
fl 7^=->\>-* s f-A'T%J^ 7s=/P-xWUftif073:=;V-C 1 _ 
B 7;>W5/4if) > Od) 7x^^-^7/^;^/^-/>7 5: 71 
(09x.fl 7i=/v- ^W/ni?^? A 

20 ^/ftifC^s^w-C! . g 7/^-^/i'*=;A'75;i;4W , (am) 
7x^;W;i/$-;V7^;/i> (xiii) An^ygf (Mx.ll AM~n, 
/Ufcif) N (xiv) ^P^>^£tvrv^Tt>£Wfil£ (09, C 1 ■_ 6 ) T/l^/l' 
£ (Mx.fl y^/K ^77K ^y^PtVK tert-r/^/K hyAK^ny^- 
;Wfcif) *5.fctf (xv) ^*f?>fc£tlX^Ti>£^&M (09, C x _ 6 ) T/U 

25 adrS/S (Mxfl y b^rA ^h^A 'fVT'P^ tert-^h^A h 

]} y;virn y b =3f v-ft if) ft if^pff btk 1 j@<D^JgTO^(cg*M^ , 
ii^i^«»^^bIfm5--rPg^Srl^^L3MttV^ 

t>j;^5^v^L7M^T^ys (Mx.«\ trpijtv, t^y^y, fc^7^ 
y N */t^ y y , ^Mr/u# y y * if) ft if aw* u \ 
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-hfflS;^ Arx^Ztiz rgft$ttTv^t>«tv^y— watts rr 
y t Lxn, m^«\ 7s^, t7«^oc 6 _ j 4 ry-/K 

5 S|p|±^^LT^mSr^LT^Tti<, Art LT<DTy-^£ (0* 
(1) gm£^L-CV>T^J:V^^»^i:|i^i-5^ 

10 -f-5#^ *5«fctf 



15 [5^, B^«EM^LXVNTt)J;V^*il^L, Agtttg&g&^LT 

v ^ t> «fc v ^ ^i? £^1"] tt^^i^S/i if" #3* tf b ft 6 o 
Agt<z»&£i: LTte, ±|B© r^$ftTVvrt> t fcvvry-/i'gj tm&te 

Bmxmztiz mmm^Lx^x h^mmmi <o mmm\ ^ ttft 

^fW^t,b-CfcoTt)J;v\ ^fpf^fcLm ^Jx.ra*^, Slit 
* tt^J©^ biiififtS 1 L SjllfoSVM^fitf^l^ bft<5 0 

Jt#ffrta*0tfx.f£ t°y^ t'7^y, t?y$^ >T5^y-/K 77^ 

>\ ^-^/^y^ tfn-/K t a 7y^/K 1, 2, 3- h ] JTy-/K 
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5 y W£i?^v^fr5 0 lm^v-uu^h^nm-^tcamj: 

%2M<D^TnW^%^i-%5fj:^L9m.mo}m^M^mm (Mxfl t°n 
y i^y N t^y^y, — ^y^W^s -^7>y^-wW 5^ rf F7fc 

Tfl Mxtf (i) '^JfvU^ (iill y n/K 3— K 

■ft if) N (ii) ^hol, (iii) VT/S, (iv) i^yS, (v) tKn^l, 

(vi) .«T/V^S *?VK ^^/K ^ntVK ^ y^P tfVK ^ 

>f y^/K tert-T/fvK sec-^/n& if© C x _ 6 r/l^/l'gft if) 

(vii) ilT/^^f^S (Mx.fl y h^V, ^b^v-, n-/Plf/^^ 

n-^/V^Vftif©^ _ 6 T/V^i/gftif) n 

(viii) «T^^f-^-£ (fiJx.fl y^v^;*\ -fu^jv^-ir 

ftir©c 2 _ 6 N ttx) r^/m, u) ^/-m&r^ 

w^;yl (Mx.fl y^r^y, /a^7^;4^ 

y-C 1 _ 6 T^^T^ y£^if) , (xi) vMfi^TVl^A'T s; y £ (M 

xfi y?<W5;, ^w^^eW-C! _ 6 T/t^/iyr ^ y gft 

if) N (xii) MxfiM*^ i gUff^T-fc^ 
Xflmmtt if * 5 bSHEft ^•^'T P^^-§r 1 ftl^ U 3|iI^' i L-TV N T 1 b <tV N 5 ftV* 

L7MS£tfcx^y£ (Mxfl t c ny^y N f^ytv, t^sv. ^/w^y 

A ^-*r/wfry yftif) „ CadiO «T^^-^/^-/^T5y£ (Mi 
(1 Tir^T 5 y N 7nIf^7^A T^y /VT ^ / ftif©C t _ 6 7 As 
*jV-H}V$-,vt % y 3£ft if) , (xiv) il7/^;^M^7^S 

(Mxfi y 3-/vwfr~jv7 ^ y > ^;v*A'ib~jv7 5 y ft if© c t _ 6 r 
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)V*}V-jj)V-$~>VT x J £1 , (xv) f«T/^3^v--^7/V^^S 

if©C 1 _ B T XA'tf-A'miiir) s (xvi) 7J/^>V^S, 

(xvii) {SRT/^/w-*/v>i5^v3E fJ-iviuvR— /K z^f-ivftjv 

(xviii) ^/W^^fyug, (xix) ^7 -«y^3r^#/W^-f yl^fi ($I;Ui\ 
y fy^#/W^e-|VK 3:f /^;W^/f if©^ / - C i _ B TtV^frjJtWl 
*r4A>m%}£) s (xx) ^-«T/w^#/w^^£ (0!Ix.tf> v^/t- 
#/W^t^/K ^ai^/^/W^^/I/J&ir©^— C ! _ 6 TfV^rfl/l) Ar'n't 

10 £&if) s (xxi) fttT/^^/^/l/^^/^ (#lxLtf x ^/I^/VtJwK ^ 

}£) H¥frhm±*itz. i 5 m&m^tiz> 0 

i^tt, tf*y3£ N «T/^/^K (M;t«\ *fvK ^^/K ynf/K 
-ry^ntVK :/^7K ^ y^f ;K tert-y*fvK if <D C x _ 6 T 

15 /i^/l^ft if) ^if^0^L<, **VWl)*im*WL%fo%>* 

>N-R J 

[r 1 fi7k*M^-> ff&Sih/cvvrfciv^kkal^ e&£*LTvvrt>-J:vvr 
±fSR 1 T^$tL5 r«ft$^TV^t>J:V^fls*_*Sj © T^tKSSj 
HT/^/um, T^lr^M, TAs*c~7Vm^ ^n7/^/H, T U 

(1) ii^fe L < S«©«7;^;H (W&fcf, *3vK 
fcVK >T tf/K y^/K J yy^/K tert-y^VK seo-^fvK ^O^sK 
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^^IfOC, _ fl T^/V^fc if) > 

(2) s«tti<tt««7/^^H (Mx.f£. tf^/w ry/K -f 

zi'gftif) x 

5 (3) tt^feL<ft^^©^T7^=^ fflif^ yn/^^rVK 

-/K i-^S/=/i/fcif<DC a ^ 6 T/l^-zl^ftif) x 

(4) mn^l&M^fvT/^^M (Wjctf, ^P7"ptX v'^P^f/K 

(5) «^«^P^fb7k*S (09*.tf, tfv^P [3.2.1] **b-2 

io -f/K tfi/^n [3.3.1] ry^ypy- i --f/w£if<£> 

mmm&Cs _ ! 4 iSfn^ftoKlffSftif) , t.fdt 

(6) ry-/^S (Mxjf, 7i=^ l— ry^/K z-i-y^/K if7s= 

/K 2— f^7*=/K 2-T^y^ifOCe _ ! 4 T!J-/l-S^ifs 
<fi7*^/^?feif) , 
15 »i^©m^t5^fe^6^b7K*£^ LT«\ 

(1) fi!77/^/H ($Jx.«\ _ x 0 ^ 
i/v^K 7x^/ot/K 7s^f^ 7x"/l^yf 

^ct^/l/^f-S/^ftif) , ^7^-0! _ 6 TJV^JV 
^vl^^/Vftif) Ifdi^i^V-C! _ 3 T/V$r;V (^Ji^i^/Mf 
20 /K ^7:n~/l^^ftif) &if<£C 7 _ ! 6 77/^/H) ft if* 

(2) 7!J-/>-7^=A4£ OMxJ^ ^f-U/K -»"7-^/K 4-7^^/k 
- 2 -/f^K 4-7^—/^- 3 -'f'r—jVlsiWy a^~As—C 2 _ 1 2 TVW 
7^i:'©C 6 _ a 4 7!)-/l/-C 2 _ 1 2 T/^^S&if) . 

(3) 7U-^-C 2 _ a 2 T/V^^VS (MXL^ 7zc-;l/m^-;K 3-7 
25 3^=. 71/- 2-7°n 3-7^—^- 1 -7p t^/V/i^'07x^-C 2 

_ x 2 r;v^;vt^E<DC 6 _ ! 4 7U-/v-C 2 _ x 2 T^^-g^ if) * 

(4) fi»v'^7/^/v-«T/^/H ^P^nWf;K 
^n7*Wf/K v^Ef^^vM^vK v'^P^rv'^^/K -7^p^ 
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^ n^^^vK/p P7°n tf/l/^^/K ^p^vV^/^/K p^< 

(5) TD^-Cj _ j o T^^m (Mz.itt7 ai-jutf-sK Vy^-fr 

(1) itgC^ ^WfeSv^M^T/^^ 0*t<fiit0^tiL<«^ 
^tC,^ TV^/^K itll ^5VW yntVK -YV^Pf/K 
7*fvK >fyy^K tert-T^/W sec-^/K ^VfVK ^vv^&^GOCj 

_ 8 T/i'^Sfeir) , S$C 3 _ 8 T/i^/i'g (Mxitfs v^P^p.fcVK v' 
^p^/K v^p-^^/K v^P^rvvP&i?) , J^tei&itt ##5t£fc 

(2) C 7 _ ! 6 77^^i (M^«y^^-C x _ 1 0 TVt^/t-- (MxJi\ 
^^v^K 71=^0^ 7x^/v7f/K ^at^/W*^ 
^/K if) . t7^-C! _ 6 T/t^/M$I£«\ o-*^ 

yf-ivt^-frte}*) tfcfi^s^-C! _ 3 T/t^/i- jiffs?:? 
^/K i;7s^xf;i/4if) fci?K.fct>#*L<W:c 7 _ 10 T7^^/H 
(Mifcf> ^O'vvK 7x^/^f;K r/^^yptVw^O^^/^-C! 
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W*T?#3„ MtVEmaZ, (i) /M3^g?- (#J;tfc£> *n/K ^ 

nA, 3-Kftif) , (ii) =fnl, (iii) v^T/S, (iv) ^vm, (v) 
tKn^l, (vi) ^n^>'tfc{i7a.c=./^S^$^-CV^ 1 b < tV^MT/i' 
*fvK ^fvK ^PtVK -fy.^ntVK 7^;K 
5 /K tert-^fvK sec- T^^ft if <£> C ! _ 6 T/l'^Vl'Sft if) (vii) ^n^>l 

! _ 6 r/Va^^Sfeif) s (viii) /NP^V^^t^^zc^-egm^flTV^-C 
10 ^C, _ 6 TV^/^-^Sftif) . (ix) 75/1, (x) ^7-f«T/^ 

- C j _ 8 Tfr*A>T 5: y Kft if) % Cad) ^-flaRT/U^T 5/1 (^Jx. 

if) , (xii) Miii^i^^ s&fj^fc.fc 

L 7 MlS^r 5: y S (Mx. te\ fay^y, t°*< y vV % P/ , y 
y N ftwy/^^) , (xiii) Wx. 

ff , T^frT %J^-7u \£$r~}VT 5 J , 7^ y tV7 5 / * if (D C x _ 6 T/v 

^/v-^fc/Kr^yKftif) , (xiv) ismT/^^/^/^^r^ys 
20 y ^vi^^tJwpt ^ y , ^^/i/^/^^/wr =■ y ft if ^ c t _ B r 

/i^/i^-^/i^^/VT^ygftif) , (xv) &cr;vn^i/-ti;vi^=.;v^ 

ifOCi _ 6 T/^^>-#/^-^Eftif) , (xvi) 
(xvii) aM'S/K »T^^r/l— y^/^/^^/K 

ft if) N (xviii) /l/g, (xix) ^y -{SfST/^/^-^/W^^ 

£ (MxJfs y ^-/v^/w^^/K ^/u%;w<^4 A-ft if ^ y - C : _ 6 T 
/k^-^/W^^gftif) % (xx) P-^T^jV-tt^^-iiv^ 
(liff, -^y^/^/w^^/K i^^/i^/W^^/i/ftifO^-Ci _ 6 T 
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)V%jv—$> s (xxi) iilT/i'^/wM^/vS (iifl, 
y ^vv;*/^— /v, xf-^^;!/*^^, :/n tVi^/i^^vft^coc x _ 6 T;u 
3vk*/I^~/PKft^) , (xxii) filT/^ ^^-*/^^;^fil7/^/V 
S ($lxJf> ^ h^V7J/vtf;~7vy^vK ^ h^vofr/^tf^/l^fvK tert-:/ 

vz-^/^/U-C! _ 6 T/l'^/l'Sftif) s (xxiii) */I/*>v/;V-il7 
10 (v^^) ^f/^ii'O^/Vt^^-C! _ 6 T/^/l'SftiO ^ (xxiv) 

w&m&^Lx^x-k^mmm^ (xxv) gms^L-o^j^T/i^ 

/um, (xxvi) gm£Sr^TLTV>T^J;V>T^3^i/^ (xxvii) 

W 3-:7^~/^!7 W h\ 3-(4-7;^P7x^)^W h\ 3-(2-^^/U7 
15 ^=./U)tyUs( K, 3-(4-^ h drv^^^/^ W h\ 3-(2,4-v ! 7A'tn7i- 

^)>)WF\ 3-[3,5-^(MI ^)7x=/H!? W F> S-O'SM' 

!7 W K, 3-(l--7-7^)'7 W F\ 3-(2-fc*:7^y/P)?wf Kftif) s 
(xxviii) E&g&WLTWrt) £V^;^W Kg (M&tf, ^#Wh\ 
3.^^-/pf-^-r>i/^ h\ 3-7i=/i/ft!?W K\ 3-(4- 

20 7/^o7i=/^7W K\ 3-(4-^ H\ 3-(4-/- f 

dr-^^^/u)^-;*-? wf K, 3-(2,4-v^ on7i^)ft7W K\ 3-^Vv 5 
m.7W'K> S^l-^fvl^^Wf Kfti?) N (xxix) gjtt^LT 

^xh£^T^i?;m (mz-&. ts^a w-y^/ur^A n 1 -^/^ 

^v>A N 1 -:7^-/KT^ v>A NSN^v^^T^A W^-v^^vl'T 
25 v^;, J^-y^/WSN^^vKT^ v>A NSN 1 -v^fvVT 5 N 1 -^^ 
.N 1 - 7 * ^ i? J > N 1 .N 1 -i?(4-~ I>P7x ^/k)T v 5 / ft if) x (xxx) 
g^S&WLWTtai^T'^vVg IfT-VSs 3-y^^T^ 

v>A 3,3-v^^'T^A 3^-^^^T~vVft£f) , (xxxi) « 
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y v 5 / x/vifs^v, (4-y ^t°^ y iV)#/i^-/K (4-7^=/^t c ^ y ^ 

y)#/U/£-/K (4-^y^tV!Jv?/)^;^-;^ (4-^^yV/Ut°^y v 5 /) 

7*?/)jlJVtf~A' > (4-7^-/I/t°^7iV)#/M<-/K [4.(4-^fa7x^) 
5 tV7v?y]^;i/t^;K (4-^^v ? /U-t°^7 vV)#/V#-/K ^U/*^ 

^/K ft^!J;i/M^a s (xxxii) g^S^LTV^T^J^ 
T^/^^/^=/i-S T A>tf=-/K tf-tVTX/tt* 

*?*?'!VT%J < f-*lJfl'i£~A'tiLl?) s (xxxiii) B&K&WLTV^ 

10 /K v^^f-^T^y^/^^/V^if) s (xxxiv) ffifeK&:frLWCt>.fc^:7 

^;l/)^;l/*-^7^y, (4.^nn7i^/v)7M^l/7?/, (2,5-^^aP7 
3i:=:/l/)*/Mwl/T5'A (4-y b^^7i^)^M=;V7U, (4-Xirf- 
/l^T 5 y 7^^/U)^/^/^— /KT 5; y s (4-— f P7i-;l/)7x n/l/^ ^;V7 
15 %Jt£}?) x (xxxv) */Wfc2k (xxxvi) ^/l/7^7^ (xxxvii) ^^71 

7S S (xxxviii) C x _ 6 T^/^/V^S (M&tfs y ^/W*/^ ^fvl' 
7p tV^/V/frfti?) x (xxxix) c x _ 6 7;^/^^7^7l (09 
£ff N y^/t^/K^y, xf^/V7^7, 7n \Zfls7.jV7 4 % 
(xxxx) C t _ 6 T/VW^s/i (#<Rtt\ ^f/VWx/, i^/V 
20 ^/^7^y, t 0 /^/V7^y ft£f) „ (xxxxi) *^*7i, (xxxxii) v>- 

7K^^y/K ^P^^^^U/^a N (xxxxiii) C x _ 4 T/^T/^ 
v^v" (Ms -0-CH 2 -O-, -0-CH 2 -CH 2 -O-JfeiT) * 
(xxxxiv) ■^n^-efflfc^ft-CVvCfc £V^^/loF-;*\ (xxxxv) ^n^V 

25 ^^tsnT^xt>£^7^y^>te¥frbm&fctzit£^L5m (#?*l<« 

1&V>L3|§]) »^Jl5. 
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ttfVT % J & ^-^7/^/1/7 ^/S, i: 1 #l<^lif^£W^ 

10 fL5 0 

■ &"T?fcoTt>,fclV ^TD^HTtt, WfcH^-gsRJDSC-^ 

t^tf7^ry-;K H7^ r f7y-/^H©f 

;k ^y/77y> v't F'p^/77y ^^xv^^y— /K ^X^dp-f- 
y*— ;k ^^x^y^-^f-y-yw ^yyfjy-/K -t^^v-zk ^/ny 
7b7fcKp^/!i^ ^y^yyy, t h7t Kp-f y^y y ^ fb7tK 

25 n-lH-l-^yXTift°^, rh7t rh7fc Fp- 

lH-3-^XTif x b 7 t Fn^i/X^lHf afty'Jy, ff7 

tKnwyy ^y=3rf-y>, 7F7tK^/^tJiy ^vy*^^ 
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xmztiz mmm^Lx^xt^^mm <o m&m emu mmm* 
#Lx^xi>£^mmmmi j ftw/sv^ftSo 

< ttSMWbWtt _ 6 T^n^-» j (73 FgJfeSj tbTfi, 

iLTWbtlS (i) (xxiv) tfcfi (xxvii) (xxxxii) IZtfLTc 

u-c^xfc «kv>*w KSj , rg^g^brv^kiv^;*- 

v>Tfei;^T ? y^/^-/Ki , hzwt rai&S£r^rbT^Tt> iv^^/^ 
^rtwtyr^/j <d rg&gj tvxn, ifaR 1 ^^^^ rg^ 

^^TV^^iv^TK^Sj <o rgmsj i:b-CWbti5(i)~(xxvi)%b< 
fi(xxxv)~(xxxxii)^b7c rg&sj , c 6 _ x 4 ry-/vK d©c 6 _ x 

4 7F/Hl^ ^n^'y C,_ 6 T/^/l^Ss ^nd _ 6 T/^/^s C 
a _ 8 T^ndrv'S^J;t>'^hnS^^^feW§^5gm£S:^rbTV^^J; 

(i) C, _ R T/U3c/um-£tcte (ii) ^a^ylf, -bn N C, _ K T/^K 
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/I^/PgftWpif^ $b^f^t<tt, d _ 4 TA^/V (*fv>ft£f) . 
MJAn^/Cj _ 4 T/i^^/i/ (^/t'ftif) \ /Ma^VJDK^ (y^n, 
nftif) N ^7A C a _ 4 T/Vra^v U b^Vfti?) , MJ^a^ 

yCj _ 4 T/t^drV f^S/fcif) N t Kn^v\ #/W^E--f/K (4-C 1 

/K W!J;i7M^;K ^/l^^vvK C, _ 4 T/^="¥^ h^isft 
if) C A _ 4 r^3dp-> (^h^rV&if) *;^^C, _ 4 TVi/ 

3^ b^v^if) > *^^C, _ 4 7;U3*^ h^fcif) N 
d _ 4 r/v=^> (^h^fcif) M^/i/C! _ ,7M;i/ wy/nt° 

^7 5 A C,_ 4 (^fvMfcif) ^^r^y, (4-d _ 4 - 

TVl"*^ (ptfvl'fcif) 7ai=/U);*/l/7iwur5y\ ^WF\ 3-C, . 4 7 

t£t*-C^ R 1 #d _ 4 7/^/V (^/vftif) , hV'^nff/ 
■fog) C,_ 4 7/l^/V- (y^/^if) , ^n^I^ (7^n, ^nn/i 
if) , =hn, ^7 A *7W^^7K d _ 4 T/l^drv- U h^ftif) # 

/^-/^ d _ 4 rtvn^y (^h^v-jfeif) ^s/i/Cj _ 4 r^="¥^ 

> 7-;/, TtW^H Cj _ 4 7/i^/i- (^^vi/fcif) 
^/i/tft^A/T^ A 3-C, _ 4 T/^/v (^/I'ftif) £ W F\ T^A v 5 

(C = 0) — R 2 b , -SO z — R 2 h „ -SO-R 2 b s - (C = 0) NR 3 
b R 2 b , - (C = 0) O-R 2 b s - (C = S) O-R 2 b ±fclt- (C = 
S) NR 3 b R 2 b [R 2 b b «^^H-*fc«m^oT^ 

(i) tKSIETn Gi) «ftS4r^rbrv^t>J;v^tok*«*fcf± (iii) »S 
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r.©5*>S*b<H:, - (C = 0) -R 2 b % -S0 2 — R 2 b , -SO-R 
2 b N - (C = 0) NR 3 b R 2 b HTcfe- (C = 0) O-R 2 b (R 2 b 

t^R 3 b n±mbmum) xm, ftfrxk- (c=o) -r 2 b *fcf*- (c 

= 0) NR 3 b R 2 b (R 2 b ^i^R 3 b ttUBi^EII) «ffl£H6 a 
R 2 b *3itrR 3 b X^ZfriZ r|Kfe£Sr#LTV^TtJ:v^flrfc*Sj © 

coMitTft, Mx-tfTA^/^ T/^-^S, X/i^-^S, ^p7;^ 

Mcfcmax ±B<DR i x^tifc m^nx^x^^mt^mmi <n> m 
ikfcmmi tmm^mmfhti. ^xhrn^tam^c , _ 1 6 mt^m 
■ mt£}?tw&v<, mz, im (c 1 _ 6 ) r^/vs, w (c 2 _ 6 ) 

^r^/H, C 7 _ 1 8 T7M;H*fcH:C 8 _ t 4 T V LV\ & 

(c t _ 6 ) r^/um, c 7 _ t 6 r^^stfcftc, _ ! 4 
r 2 b joj:0R 3 b XTF^tiz rgms^^b-cv^xfc ^mmmm (D m 
& zv&msmmm^fcmmtt i u-c-et ct/bv^^o » 

^m^vx^xh^mmm <o mnm frhimmx-* i lxx% 



WO 02/14513 



PCT/JPOl/06899 



105 



xw 5: ^ox^iJ-y-zK ^^x-r y^f-y— /k ^yyfry 

— /v, -f^^y-7K rf7tKo^;yy, y^v y > N fh7 

t Kn-f y^F-y yy N f by t Kp-lH-l-^^XTif tf>\ -r by fc Kp-IH-2- 
*V fc? y v?^ft i*<D2S*5£»*aW> bTk*^^ 1 LTT«# 5 gft if 
£LTT«t5£ftiftfSJEl^;ft3 0 

(D^mmm^mmmmtLx^mmmmmmi-m^^ir^m^^m^L 



K4\ Q 1 WtBMW^t iWi^'MMW.^-^^Y^'MMW^s mmm*&£.TM 
HfC^fr if* 5 b IfitLS^f p JDK^Sr 1 ft V> L 2 LTV^T1>J:V^5 ftV^L 
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r 2 b *3j;t>*R 3 b t?^$H5 r#Hb**Sj rmmma . NR 3 b 

R 2 b r^g^fPlt«mSj ^WLTV^tiV^U^S^ 

ft,' (i) ^n^fVJg^ (0ijx.fi, ^ n/K ^pA s a— K 

fcif) , (ii) ^hPl, (iii) (iv) t^yl, (v) tKn^I, 

(vi) B^£^#UTV^Tt)j;v^»7kmS^ (vii) 7*=/uS-effife$^-c 

V>Tt<tV^*£jKT/V3^£ (Mx.fi, ^ ^h^V, n-T'nt 0 ;^ 

v\ i-^Pt>^ n-y^/V^-^v-^if^C, _ g TVl^^gftif) , 

(viii) 7^~/i'mx-m&£ftX^Xi> M&m.T/^/vj-jrm y^- 

(ix) T^;l, (x) ^y-flSRT/v^/VT^y* ix.ti> yfv^T^y, 
=^JV7 ^ / , 7"* fcf/^T ^ y & if O-t / - C ! _ 6 $ / £ft if ) , 

(xi) ^-iir/i'W^/l ww^y, *?x.*$-j\,t%j 

i£2<D*J-C 1 _ e T/^^T$ ySftif) , Crii) Mx-^*M^i lfl© 

£lftV^3mbWTt£^5ftV>L7M^T5:yS (fljx.fi, tfP U V 5 
y, txi)i;y N tv^yy, ^t^/i^ U y & if) , (xiii) ffi 

y, -f^y/vrKsttwCi _ 6 r/^u-^/^^r^ys^if) , 

Gov) (fKx.fi, ^f^^=/l/7 5 7s 
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(xv) \mcriv a ^ - # /m? (fan * ^ ^ 

&£f) > (xvi) tf/^^vvl^ (xvii) fg^T/^/I^-^/^^/^ MZ. 

5 T/v-^/U— tf/i^^g&if) , (xviii) *;M*-f/H, Orix) 

^HO^y-Cj _ 6 T/W^/V-^/W^^^S^if) x (xx) V-ffl&TA' 

ft C a _ 6 T/^^-^/W^^E-^^S^if) x (xxi) f£S7^^^ 

/H&ifOCj _ 6 r/V^^/V*^/^^^) Cnrii) «T/l^3= 3 rv'-^/^ 

/M^K tert-:/ h^V^/wiwM^/K ^ N^^/WJwi^^vK ^ h 

15 j^/v (v^^/P) ;*^vK tert^^^/W^-^ Wt^M 

(DC 1 _ 6 _ g TjV^riVWl. if) s (xxiii) # 

ft if) , (xxiv) ft^S^LTV^TtiV^S^ (xxv) Aa^>tII 
20 $tLTV^TtJ;V^3i=/V^ (xxvi) AP^yCiljft^TV^tiV^x 

/^ft^kSftfftfcl ftV^5$ (£?3:L< telftl^L3flS) ^v^btlSo 

B* r«fts^tTv^t>J;v^jitSj © r»Mj turn ±I3bsi 
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. R2 b ^ R3 b t ^ L < ^ d _ 4 T )V$riV (y^/K 

if) IfcttCj _ 4 T/U^^y h*rf. ^h^fti?) T'gm^tlTV^Tli 
X^y^^K C x _ 4 X/^A- (p^K ^^ftif) , w>f J (7/^ 

-/l^ ^o^/^/l/^^K y y /l^yjyytf;— /K ^f-v'/K -<yy*-f/K C t 
_ 4 T/^^ (y^Aftif) -<y^;K _ 4 TA^df-i/ b^rvteif) 

^yyV/K ^o^^/hJn=/k i-yf-z^^^K f-x^^x;v*^/u/£ 

Wptfb^ «fc!9$f*L<fik - (C = 0) — R 2 b R 2 b f±C x _ 

6 r/^/^ c x _ 6 rju^^ymxmM^x^x^^y^^m^ta-i 
_ a r/^/^^-f-] &if#y^ffcH3 0 

»k $?^m(D}i-hhXh^X%£\\ ^roHftLTft, #'Jx.te\ »M 

£i«gtj © r^ssj frb*mm?zim^Lxxi*%mte}£tfm^bti 

^jO^tK*^^ 1 Lf "C# § Kft if fcJBV^ft 5„ 2 it^»lt£i: t 

y-f y f^k ^yy'77y i>tKn^/77y <*>i/X4%#*J~ /k ^ 
y^x^-^f-y^K ^y^yt^t^wK ^y/fry^/K -fyyV-/K 
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y >\ rf7t Kn^y y ^y^/ y ^ 7f7t yu^y*/ y ^ 

7f7t Kn-lH-l-^^XTif t°V N t- b7 t K n -lH-2-^< VX'Tif t°>\ 7 h 

5 ^f-^ ^yy^y^K -<y/fT^y, ^ *v try v^&if^gt 
5£?f e> tRSI^ £ i ltt£ 5 2ft v n § „ 3 gt:£ £ 

yX7f t^ft ^<D#^«»g^^7k*»^ 1 ^Bfcfc LT"Ct 53E* if &m 

10 V^btL5 0 

tmm £ *u ftfr-e t> tf y >y^w * u \ 

15 . -e^sns rft^^bTv^tiv^saj <o rg&s (fat, rg}«£ 
^LTv^^iv^it*»j <B&<) j ^rxbfSR 1 -cassis rg&Sft-c 

R 1 iLT^Kft, Mifl (i) tK*^. (ii) C, _ B T)V*)V^ 

Cm) /np^vik^ c t _ 6 r/^sfciiCj _ 6 r^^ves 

20 $ : £tlX\^Xh£.^7x-~^-C 1 _ 6 T/^/^g^fcte (iv) - (C = 0) - 

R 2 b R 2 b f^Cj _ 6 TVl^/I^ C x _ 6 T/V^drv'ittJI^tL 
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0^/77^ ; 3, 4-v*fc Ko-2H- 1 -^yyftk°7V ; 2,3-v* 
tKn-1 H-^^K— /U ; 1,2,3,4-7- h 7 t KndF-y U V ; 2,3-v^fc 
Kn-1H— fy-fyK-^; 1 , 2, 3 ,4 -7 h 7 t Kn>f y^y U y ; 2,3, 
4,5-fh7t KP-lH-l-^T^f^ 2,3,4,5-7h7tKP 

5 -lH-2-^yXT-tffc°^ 2,3,4,5-Tf7tKn-lH-3-^yX7 

if t c ^ ^(7)^>- XTif t° > ; 1,2,3,4,5,6— ^rf-t Ko-1 -^yXj/ 
v^>\ 1,2,3,4,5,6-^ft ^-2-^/7)/^ 1,2,3,4,5,6 
-^df-f-t Kn- 3 -^yXT^i/y^ ^©^yX/y'^y ; 2,3,4,5,6,7 
-^ft Kn-lH-l-^yX7y'^y 2,3,4,5, 6,7-^ttKo 

10 -lH-2-^VX7y=y, 2,3,4,5,6,7-^ft Kn-lH-3-^ 
yX7/=y, 2,3,4,5,6,7— ^#-9- 1 Kn — 1 H-4-^yX7/-y^ 
^yX77^y ; 2, 3-yt Kn^>;*;fr^y— ^©^X^-fry* 

-/y;2, 3-^t Kn^yyf7y-/^©^yyY7y^ ; 2, 3-v>fc 

K p _ ! H _^yxW 5 ^y-;l/f©^yX^ 5 ^V-/P ; 3 , 4 - K* - 
15 1H-2, 1 -^yX^TV 5 ^ 3, 4-^fcKo-lH-2, 3-^yXt 

^f-^y, 3, 4-^tKn-2H-l, 2-^yXt^rt^y, 3, 4— 5?fc 
Ko-2H-l, 4 -^X^f-v 5 ^ 3, 4-i?tKn-2H-l, 3 
VX^f-v*^ 3, 4-v>fc KP-2H- 3, 1-^yXt^rfyVfO^y 
XttWf ; 3 , 4— 5?fc Kp-IH-2, l-^/fr^ 3, 4-v> 
20 tKn-lH-2, S-^y/^^y, 3, 4— Kn — 2 H- 1 , 2 

yyf7^y, 3, 4— KP-2H-1, 4-^y/f7^y 3, 4-v 5 
HKP-2H-1, 3-^yyf7v J y, 3, 4-v ? tKn-2H-3, 1-^ 
yyf 7v?yf ©-<yyf7v?y ; 1, 2, 3, 4-ff7t KPVWlJy, 
1, 2, 3, 4-7h7tKP7^7v ? y 1, 2, 3, 4-rb7t KP^t 

25 yyy i, 2, 3, 4-7=- b7t KP^/=3riMJ y^yy^7^y ; 3, 

4-^tFn-l, 2-^yX^W-fy^ 3, 4-v 5 tKn-2, 1 — <^ 
2, 3-^tKn-l, 4-^yXWf^y 1, 4-v 5 

tKo-2, 3-^yx^f-^>ry> 4H-i, 3-^yxt^wy, 4 

H-3, 1 -^yXt^rtf^ yf ©^yXt^tf-f y ; 3, 4-v>tKP- 
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1, 2, 3-^tKo-i, 4 -^y N /^t^v'y > l, 

4- v>fcKp-2, 4H-i, 

©^y/^t^ri/y ; 3, 4— S^fcKn— 1, 2-^yX^y s 2, 3 -v 5 
tFP-1, 4-^^Xv?^^ 1, 4-v f tKn-2, 3-^yX^y, 

5 4H-1, 3 -^yXv^f / y^©^yXv?f y ; 2 , 3, 4, 5-7h7t 

Kn-1, 2-^^X^-^iM?t°V N 2, 3, 4, 5-Tf7tKn-l, 3- 
^i/X^lHf £V X 2, 3, 4, 5-f f7tKn-l, 4 — ^^Xtf^iH? 
t°^ N 2, 3, 4, 5-rf7tKn-l, 5 -^^X^lHf t°y, 1, 3, 
4, 5-7h7tKn-2, 1, 3, 4, 

10 tKn-2, 3 -^^X^lHf t!V N 1, 3, 4, 5-T f>7t Kn-2, 4 

— 'O'X^-Hlfy, 1, 2, 4, 5-rf7tKn-3, 
irt'y, 1, 2, 4, 5-f h7tKn-3, 2-^^*Wlfy, 1, 2, 
3, 5-rh7tKP-4, 1— <yXt*"H tfy*<B^X;WHft!V ; 

2, 3, 4, 5-fh'7tKn-i, 2-^yy"^r^h°y s 2, 3, 4, 5- 

15 fh7tFn-l, 4- / <yy , f7f t°y> 2, 3, 4, 5 —r h 7 t Kn - 1 , 
5_^y-^- Ti £ t °^ N lf 3> 4> Kn-2, 

1, 3, 4, 5-fh7tKP-2, 4--<yy^Tif t 0 y/, 1, 2, 4, 

5- 7b7tFn-3, 1 -^^y^Tif 1, 2, 4, 5-7l>7tKo 
-3, 2-^>y^Tif 1, 2, 3, 5-7F7tKn-4, 1 -^<^/ 

20 ^TiftV^^O-^Tif t°y ; 2, 3, 4, 5-fb7t Kn-1H-1, 
2, 3, 4, 5-7h7t>'n-lH-l, 3-^yX 
v ? T-fe?fc'V > 2, 3, 4, 5-7f7t Ko-lH-1, 4-^>^7f^y 
2, 3, 4, 5— r h7t Kn-1H-1, 5 -^yy'-^Tif tV, 2, 3, 4, 
5-7f7tKo-lH-2, 3-^yy^T^}fy, 2, 3, 4, 5-7b7 

25 tKn-lH-2, 4-^^ > /v J T^fc <, >'^^^y , v?rift 0 >' ; 4, 5-v>t 

Kn-i, 3 -s<yy* 4, 5 — v'fc Kn — 3 H— 1 , 2-^<y/ 
i/$-3r±t°y, 2, 3-^kKo-5H-i, 4 -^y^^i? 3, 4 
-v J bKn-2H-l, 5 — O^/i/Jr^-te^y, 4, Ku-lH-2, 
3-^yy^^tt°y, l, 5— ^fcKn-2, 4-^^y % ^^irt <, ^#0 



WO 02/14513 PCT/JP01/06899 

112 

s<yyi?j-3r±¥y ; 4, 5— Kn-lH-2, 3-^>-y^^fc°>\ 1, 
5-v ? fcKn-2 J 4-^^y % ^^k°^ 3, 4-i?t Fo-2H- 1, 5- 

^y/v'fxtv, 2, Kp-5H-i, 4-^yy^xt°y|(D^ 

•y^¥ s 7-3-\fy ; 3, 4, 5, 6 — r b 7 t Kn- 2 H- 1 , 5 -^yX^-tf- 
5 y^/y 3, 4, 5, 6-fb7t Kn — 2 H— 1 , 6 -^yX^^^yy^ 

©^vXt^t^ ; 3 , 4, 5, 6— r by t Kn-2H-i, 

f7/Vy, 3, 4, 5, 6-7>7tKn-2H-l, 6-^/^7/^ 
f©^y/f7^; 1, 2, 3, 4, 5, 6-^ffcKP-l, 6-^^ 
y^7y % >^©^yy'v ! 7y , :/y ; 2 , 3, 4, 5— T^b^tKn-l, 6 - 

10 ^yXit*^ik^y^<0^yXjr*^**yy \ 2, 3, 4, 5-rbytK 
6-^yy-y^y-yyf o^yy^yi/y ; 1, 3, 5-^/ 
b VJ-*±t°y, 5H-1, 3, 4-^o-y* b U ir^M'y^co^y^ b Vtt 
i?t°^;3, 4-v f tKo-lH-5, 2, 1 -^^X^I^Tif fc°^ 3, 
4-^t Kn-2H- 5, 1, 2-^>'X;t= 3 rf-^T-tf t°>\ 4, 

15 -3, 1, 4 -^^X^f-^Tif k 0 V N 4, Kn-3H-1, 2, 5 

-^^X^^T'^fc'^^^X^f-^-Tif tV ; 2, 3, 4, 5 -x b 
7tKo-l, 3, 4 -^^X^^^T^fc^^^X^f-v^r^tV ; 
2, 3, 4, 5— rb7tKn-l, 3, 5 -^yXf7^7^tfy§C^yX 
^r^Ti?t°>;2, 3, 4, 5 -t 1 b 7 t Ko - 1 H- 1 , 2, 5-^^b 

20 !J7ift°yf©^yy b U 7^tV ; 4, 5-^tKn-l, 3, 

drf-^tf^ 4, 5-v>fc Kp-IH-2, 3 -^^X^-^rf-f-m 3, 
4-v J tKP-2H-l 1 5— <>-X^-drif^t°>. 4, 5— S?fcKia-3'H 
-1, 2-^^X^f-^tV, 4, 5-^tFP-3H-2, 1-^yXt 
drlH^fc 0 ^ 2, 3-v^t KP-5H-1, 4 -^yX^^^^V, 2, 

25 3-^tF'P-5H-4, 1 -^<yX^-^^\fyt£t\ t <9 frtf 2 , 3 ,4 , 5 

— r b7fc Kn-lH-3— ' <^X7iffc°^ 2,3,4,5-x byt Kta-IH 
-2-^yXTift 0 >-, 2 , 3 — v*fc Kn — 1 H — i y 2,3,4,5-^ 

b7t Kp- i,4-^^x^f--^fc' , ^^o2^S;li^-<>^>»b7k* 
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Kif, b' mtR 1 &mz**ymxm®:isnx^xt>£^5%^L9^(Dt; 

m r**ymx-m&£fcx^xi>£^5te^L9£(D$mm®.%mi <d rsft 

15 ' ^m«^<bli^-r§m^i l 9^LV^f?ijiLTtt, 
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D£4\ R 1 te±f2£[wII:li£^-fo ] -C££ftS£ft£3Wlf&ft5o 

Art^^w rem$nxv>xt> iv^ry-zv-Sj © rry-^Sj a*fi 
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i: Ltd, mtf4^tl 4M<£»St 0£L<fl5&V>L9M»rSS&^ 

±V\ JMfctoKttflJx.^ t°y^ fc 0 7v^ try^v^ ^^V-;K 7 
7^ ft7iy, v*t Knt°!J^ ^Tif^V, ;f3Mh£l?l\ fcTPpt^ 

atj t i/t^s^i^m^*^ t°y^ t°y^^ 

77^ ft7xy, v>fc Kn try v 5 ^ v'Tift 0 ^, ^IH? 

7f7tKn77^ ^7^7, ^^^7^^ rI^7tKntWt°7, 
y y, ^^;vas y y& £*<£>g&fn£fcte^g&fn<D 5 t^^L9mMMM) * 

>\ y?ti^3ri)-y s is? P^dr-fcy, y^nA^f^iy, %/^n-^-f^y^ 
UTV^T U<> ^T^I^|:t^T'l^T^)j;V^ 5 fcV^ L 9 M 
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(1) St: 




2,3,4,4 a, 9 a -^=3rl7fc Kp*/W^/-;1/ n 9, 1 0— v>t Knj^ !)^ 
5 1,2,3,4-r b7t KnT^yv'y, 10,1 Kn-5H-^yX 

[b,f] Tiftfy, 5,6,7,12-7h7tKn^X [b,g] TV*S°y s 6,1 
l-^tFn-5H-^yX [b,e] X.ifh°^ 6 , 7 - v 5 1 Kn - 5 H- 
yX Cc.e] Tift? 5,6,ll,12-7h7t Kn v^i/X [b,f] 

v^yy*^^ 9H-^fy7y, 10,1 i-i>t Kn^yx [b,f] ^ 
10 -ferfc 0 ^ 6,1 l-i?fc Kn-^yX Ob,e) t*tl?y, 6 , 7 -v>t Kn - 5 H 
-^^X [b,g] t^yvy, ^y/ft7iy, 9H-Wfy7y, 
1 0,1 l-v't Kn^yy Cb,f) f-^t°y, 6,1-1 -i^t Kn^yy 5 
Cb,e] ^t°^ 6,7-^tFn-5H-^yy [b,g] 10H- 
7x/f7^y, 1 0H-7s7^y, 5,10-^kKn7it^ 1 
15 0,1 1 -^yy* [b,f] [1,4] ^T-iffc: 0 ^ 1 0,1 1-v^fc Kn^yX 

[b,f] [1,4] ^-drf-^tfV, 2,3,5,6,ll,lla-^ftFn-lH- 
t°PP [2,1-b] [3] ^yXr^fys 10,ll-^tKP-5H-^ 
yy [b,e] [1,4] v'Tift 0 ^ 5,11-ytFP^yX [b,e] [1,4] 
;*-dMH?fc!V, 5,11-^tKP^yX [b,fl [1,4] ^TiftfiA 10,1 
20 1 -v^t Kn- 5H-^yX [b,e] [1,4] v^Tirt^, l,2,3,3a,8,8 

a tKPt°PP [2,3-b] m 3 m&ffi&^-yv yn 

(2) it: 
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h [1,8 -cd] [1,2] ^dMJ-i^ p [1,8 -de] -1,3-^f-^ 
^ N t7h [1,8 -de] l,2,2a,3,4,5-^ftK 
n^X [cd] -f^K— /K 2,3 ) 3a,4,5 1 6-^f-t Kn-lH-^yy 

[de] ^/y>, 4H-t°nn [3,2,1 -ij] ^yy^ 1,2,5,6— 7 
t KP-4H-t°P P [3,2,1-ij] *cJ y > N KP-4H-t°P 
P [3,2,1-ij] ^r/yy, lH,5H-^yy - [ij] ^r/y^ TiftV 

[3,2,1-hi] >f^K— /K 1,2,4,5,6,7-^f-t FPTif tV [3,2, 
1-hi] -r>K-7K lH-lfUK [3,2,1 -jk] [1] ^XTift'V, 5, 
6,7,8-fb7tKa-lH-t°y K [3,2,1-jk] [1] ^yX/ftV, 
1,2,5,6,7,8-^f-t KP-lH-t°y K [3,2,1-jk] [1] <<ls*T 
2,3— ^fc Kp-IH— [de] -fy^y y 1,2, 3, 4, 4a, 
5,6,7-^^tKPt7f [1,8 -be] T1ft 0 >\ 2, 3, 5, 6, 7, 8 — 
f-fc Kp - 1 H- fcf y K [3,2,1 -jk] [1 ] -O-XTif tVft if© 3 



^»3t-C&3) ii^lfc7x=;HiLT, ^11,2,3,5,6,7-^ 
ttKP-<y/ [1,2-b ; 4,5-b') v?t°P— /K 1,2,3,5,6,7-^ 



(3) iS: 




(4) 5£: 
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Kn^n^yf [ e ] -f y K^, 2,3,4,7,8,9-^f t Ko-IH-^/ 
^p^* [f] dry y ^^^©3S^^>-irV&b7k«»^l«* 
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k^, Am^±BtmMm^u Em, Fm&zxfG&os v>&< t^- 

wet j;v^#^j (D mmmi mmmi ftz&m^tiZo 
Em, Fm&£.x$Gmxmztiz> m^m^\,x\^xh^<, ^p^^ 

9M^J fcit>* r«Sj £:LTte, ±fflCgt DgTC^ftS rg^^L 
X^Xt>&<, ^xnJg^£^WTt>£l^5^L9M@Sj © ^rnlf 



WO 02/14513 



PCT/JP01/06899 



t LT« N (1) 5fc : 



LX\X W*-t£, 2H- <V^VYn [2,1 ~e] 7V lH-fr/n [4\ 
3': 3, 4] try K [2,1 -a] -O/JW—JV, lH-t°yK[2', 3': 4, 
5] A % ?y [2,1-a] >f y^fyF^, 2H, 6H-t°yK [1*, 2': 3, 
4] [5,1 -a] lH-^y^yKn [2,1-a] ^ 

^5^/^, lH-tfUK [3', 4*: 4, 5] fPP [2,1-a] -f V 
4 *S K— ^, 2 H — 1° y K [ 4 ', 3': 4, 5] t°PP [2,1-a] ^y^^K 
—/I/, lH-^y-fyKn [2,1-a] -f^K-A-, 2H- ^y-f^Kn [l, 

2- a ] -Yy-r^K-zv, ih-^p^ [4, 5] try 5 k [2,1-a] 

-<y-Y^K-/K 2H, 4H-t°7/ [4', 3': 4, 5] [1,3]^-^/ 
[2,3 -a] ^y^yK^, 2H-^y^yKn [2,1-a] [3,1] 

^^v^, 7H — fy-f^Fn [1,2 -b] [1,3] -^X^f-v^, 2 

H— t°y K [2', 1': 3, 4] t°7vV [2,1-a] -<y>f^K-^, fcTU K 
[2', 3': 4, 5] try 5 K C2,l-a] y^^K-/U, t°y K C3', 2': 

5, 6] t° y ^ K [ 2 , 1 — a] -iVAV K— /V, lH-t°yK[l', 2': 3, 

4] t°y^K [2,1-a] ^y-f^K-^, ^y-Y^Kp [2,1-a] 3^-yy 

V, xfy^f^Fa [2,1-a] */*f-V>, jyj^Vu [1,2 -a] 4V* 

/uy ^y^^Kn [2,1-b] -fy^yy^, -ry-r^Kn [2,1-a] ^ 

/!Jy, 6H-tW; C3', 4': 3, 4] [1,4] -^TiftV [2,1- 
a] >fy>f^K— /U, TiftV C2', 1': 3, 4] t°7vV [2,1-a] -f y-Y 
^K-/K 2H, 6H— tfy K [2', 1': 3, 4] [1,4] *?TW S [2,1 
-a] -fy-Y^K-zK lH-^y-fyKn [1,2-b] [1,3,4] b y 

Tift 0 :/, 2H-^y^yKc [2,1-a] [1,3,4] ^<yy h y Tiftfy, 

yfy^^Kn [2,1 -d] [1,4] ^X^lHftV, 1 H-> fy-f^Kn 

[2,1-b] [2,4] ^y-^r-^tv, iH-yyyyKn [2,1-c] [2, 
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3] ^WTHt'y, 2H— fy^^Kn [1,2-a] [2,4] *<l/WT 

Ht°y, 2H-' fy^yKn [2,1-d] [1,4] ^oy^rif t°^, 5 h- 

-fyKn [2,1-W C3] ^y^Tiiify, yjl/Vv [1,2 -a] 

[2] ^^XTiftV, 2H-^y^yKn Cl,?-b] [3] ^XTift°V, 

2H-> fy^yKn [2,1-b] [2] ^yxrftv, 2H-^y^yKn 

[1,2-b] [1,3,4] ^yt^ti?7/^, "fy^Kn [2,l~b] 
[1,2,6] ^/MJr/^ P 5H-4,8-^/-lH- [1,5] v>T 

Ifv^P^xW [1,11 -a] ^^K-/^^<7)4^li^^V^fe 

7K^E^^l«*LTT'#a^ 
(2) ^: 



7^i- 0 E'St G'S^^attfliti] i: UTtt, 1H, 4H-t°Pn [3', 

2': 4,5] hfnn [3,2,1-ij] U y, t'PP [ 3 , 2 , 1 -jk] #/W^/ 

lH-7n [2', 3': 4,5] t'ao [3,2,1-ij] 1 H, 4 

H-^n^ [4,5] t°an [1,2,3-de] ^V^lMJy, 1 H, 4H- 
i/?v-<y? [4,5] t°nn [3,2,1-ij] */})y, t°]JK[3', 4' : 4, 
5] t"PH [1,2,3-de] *<l/ XttVW , [1,4] ^l^vV [2,3,4 
-jk] jjjW*-/~-jV, 1H, 3H- [1,3] ^^vV [5,4,3-jk] 
y-/V, t°y K [3', 4': 4,5] t"PP [1,2,3-de] [1,4] -?y^r 

4H-t°PP [3,2,1-de] 7it^Pi^y 4H, 5H-t°UK 
[3,2,1 -de] 7st^!l^, 1H, 4H-3a, Qa-*JTlF7Jl'*nT 
>x^, 1-^-^rf— 4,6a-^7f7;^P7yfy 4-^f— 2, 10 

lH-t'7^ [3,2,1 -jk] 7J/W^y-/U, IH-^yKP [3,2,1- 
de] [1,5] i-y^Vi^y, ^>-y Ob] t?yv [2,3,4-hi] -o-FV^y, 
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1H, 3H-^yy~ [b] fc°yV [3,4,5-hi] yK5^, 1H, 4H- 
t°yV [2', 3': 4,5] t"nn [3,2,1-ij] 3V y >, 1 H, 3H-^/ 

[b] T-XMyJ [3,4,5-hi] -f V KU lH-fc°UK [3,2,1-jk] 

^7/W^y-/K 4H-3-W-1 lb-TifV^P^y^ [jk] 7^tV.y, 
2H-TiftV [1\ 2': 1,2] ffy^vV [4,5-b] /fyK-/V, 1 H, 
4H-^n^ [4,5] t°PP [1,2,3-de] *J*^3V, 5H-t°y 
K [3', 4': 4,5] t°PP [1,2,3-ef] [1,5] ^VXtWtV, 4 
H-fcrUK C3', 4': 4,5] tfnn [3,2,1-jk] [4,1] ^-VV^T^ 
^, 5 H— t°!J K [3 ', 4': 4,5] fno [1,2,3-ef] [1,5]^^ 
5H-t°!)K [4' 3': 4,5] t°PP [1,2,3-ef] [1,5] ^ 
^y^Tift 0 ^, [1,2,4] MJTiftV [6,5,4-jk] [1 
2,4] h'jTiftV [6,7,1 -jk] #/W^/-/k, [1,2,5] byTiftV 

[3,4,5 -jk] #/W^/-/K 5H- [1,4] ^-^f-iftV [2,3,4-jk] 

5H- [1,4] ^TiffcV [2,3,4-jk] #/W*y— [1, 
4] v'TiftV [3,2,1-jk] iJjV/^/— IV, [1,4] v'T-tffcV [6,7,1 
-jk] %A"^/—/V, THffcV [3,2,1-jk] lH-^nt 
yy [4,5] t°PP [1,2,3-de] dr/^rf-!;^, lH-^Pt^ [4, 

5] t°pp [3,2,1-ij] *y y ^if^4ai^osi^<^^^b7KK§m-? 



^i~ 0 E'gt, F'^©^g»«] kLXfts 08*.fi£* lH-^yKn [1,2- 
a] % iH-^yKp [1,2-b] t°nn 

[2', 1': 3,4] fc°7vV [1,2-a] ^F^, 1 H, 5H-t°PP [ 1 ', 
2': 4,5] t°yvV [1,2-a] -{>K-^ 2H-fc"!J K [2', 3': 3,4] 



(3) 
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t°PP [1,2 -a] ^VY—JV, lH-fon [2\ 3': 3,4] fc°y H [1,2 
-a] >fyK-/V, 1H — fVKn [1,2 -a] >f K— /U, BH-^y^^K 
n [2,1 -a] -fyK— /U, 6H-^yKn [1,2-c] [1,3] ^yX^I?- 
v>y, lH-^fyKn [1,2-b] [1,2] ^yyf7v>y, t°U ^ K [4', 
5': 4,5] tf ]J 5; K [1,6 —a] 4 V ^—iV, [2', 3': 3,4] fc°JJ 

K [1,2— a] 4y^—^, 6H-t°U K [1*, 2': 3,4] t° U ^ K [1,6 — 
a] ^yKn [1,2-b] yy/yy, -f^Ko [1,2 -a] ^r^ 

y*yy, -f^Ko [1,2-c] ^yyy, ^r^Kn [2,1-b] 3-^yyy, 

>fVKo [1,2-a] 3V^f-yy, >f^Kn [1,2-a] [1,8] Wy^z 

^, ^>kp [1,2-b] - 2,6— fy^-y y>, ^^kp [1,2-b] [2, 

7] t7f^v ! y ) -TVKp [1,2-h] -l,7-t7fp^y, -f^Kn 

[1,2-b] ^y^yyy >r^Kn [2,1-a] -fy^/yy -fyKn [1, 

2-a]^ryyy, 2H, 6H-t°y K C2', l':3,4] [l,4]v ? TiftV 
[1,2-a] ^HWK lH-fyKP [2,1-c] [1,4] ^yy^T-feft? 

y, 2H-^yKp [1,2-d] [1,4] ^yy^Tif^y, 2H — fVKn 
[2,1-a] [2,3] ^yy-yrif t°y, 2H-^yKP [2,1-b] [1, 
3] ^yy^r-tf b°y, lH-^ypp [1,2-b] [2] -<yXrift°y, 2 

H-^yFn [1,2-a] [1] ^yXTi?t°y, 2H-^yKn [2,1-a] 

[2] ^yX7ft°y, /f^Kn [1,2-e] [1,5] ^y/^^yy 
yFp [2,1-b] [3] ^yxryyy^ W4^^-<yify^p 3 7K« 

(4) 5£ : 



vk-f 0 E'mofemtmm turn Mx.«, ih-^^v cr, 2- : 1, 
2] t°y k [3,4-w -fyK-;u, iH-^f^y [i\ 2- 1,6] try k 

[4,3-b] -f y lH-^f^7 [!', 5': 1,2] tfU K [3,4- 




H 
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b] 4 V K-/V, lH-^f^Y Cl', 5': 1,6] try K [4,3-b] -f^F 
-/V, lH-tTUK C2', 1': 2,3] >f^yy [4,5-b] -{yK^K ^ 
[4, 5 -a] #/W^/— /V, -f^yy [4,5-c] tfyy'p 
[3,4-c] jV, 2H-t°7vV [1", 2': 1,5] t°on [2,3- 

5 b] lH-t°no [1', 2': 1,2] try 5 K [4,5-b] 4 ^ K 

~7l/, lH-^VKUv^y [6,7 -b] >f>K— lH-OFPvV [8, 
7-b] -OK— /v, -OKp [2,3-b] -OK-7V, -OKp [3,2-b] 
-OK— 7V, t'PP [2,3 -a] jj/W— 71/, t'PP [2,3-b] iuw^/— 
71/, t°PP [2,3 -c] %/W<y—;U, k°PP [3, 2 -a] #7W^/— 7l/, t°P 
10 n [3,2-b] ;V, t°PP [3,2 -c] #7W^y*— /V, t°PP [3,4 

-a] ft/W^S— JV, t°PP [3,4 -b] /V, h°PP [3,4-c] # 

• /W<y-/V, lH-bTUK C3', 4': 4,5] 7p [3,2-b] -O K-7V, 1 
H-7C2 [3 ,4 -a] #7WSy*— 71/, 1H-7P [3,4 -b] #7l/^y*— 7l/, 1 
H-7P [3,4-c] 2H-7P [2, 3 -a] #7W^/-7l/, 2 

15 H-7P [2,3-c] #7W-^/— 7V, 2H-7P [3, 2 -a] #7W^y*— 71/, 2 

H-7n [3,2-c] #7l/^y*-7l/, lH-t°!)K [3', 4': 4,5] ^7 
[2,3-b] -OK-7V, ^/ [3', 2': 5,6] f^ty/ [4,3-b] 
^K-7K [3', 4': 5,6] =f-^7 ; [4,3-b] -O K-7V, 1H 

- [1] ^/Vf^J [2,3-b] -OK-7!/, 1H- [1] /O-y^cy [3, 
20 2-b] -Y ^ K— 71/, lH-fx; [3,4 -a] jj;W*-/—/U, 2H-fx/ 

[2,3-b] #7W-*y-7l/, 2H-fx; [3, 2 -a] #7W^/-7V, 2H-f 
my [3,2-b] #7W^/-7l/, v-^n/O-^ [. 4j5 ] t°nn [2,3-f] 3V 

s^n^* [5,6] try k [2,3-b] -OK-71/, try k [2-, 

3 ^ 3,4] i^P^°-># [1,2-b] -OK-7V, try K [2', 3': 4,5]^ 
25 ^P^^ [1,2-b] A V K-71/, try K [3', 4': 3,4] 

[1,2-b] 4 is K-7l/, ey K [3', 4': 4,5] S/^P^* [1,2-b] 
-OK-7V, t°y K [4', 3': 4,5] v^P^>^ [1,2-b] W ^ K-/V, 
1H-^p^ [5,6] t°^y [2,3-b] -OK— 71/, 1H-^P^ 
[5,6] ^t°yy [4,3-b] -OK— 7V, i^P^O-^ [a] #7W-*y* 
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■ — /v, *y#n-^/$ [c] %/w**Z— ;v t /fyf/ [1,2— b] -f^F^-zK <i 
VfS [2,1-b] 4^V-/V, [1,2,4] hVTV/ [4', 3*: 1,2] t° 
U F [3,4-b] 1,3,5-MJT^y [1', 2': 1,1] t°y F 

[3,4-b] ^NK 1H- [1,4] ^f-vV [4', 3': 1,2] F 
[3,4-b] -iVFwK 1H- [1,4] ^IfvV [4', 3': 1,6] t*DK 
[3,4-b] -O-K-zl/, 4H- [1,3] ^f-vV [3', 4': 1,2] hfU K 
[3,4-b] ^^K-A >f^Kn [3,2-b] [1,4] ^Xtfdf-f-^y, 1, 

[6,5 -b] tf/W^-ZK 2H-tfU$K [2', 1*: 2,3] 
[1,3] ^TvV [5,6-b] -rvK-/^ 2H- [1,3] ^TvV [3', 2 
': 1,2] t°y F [3,4-b] ^VKWK 4H- [1,3] ^TvV [3', 4': 
1,2] K [3,4-b] ^^K-/K -Tl'Kn [2,3-b] [1,4] 
fr^V, -Y^Kn [3,2-b] [1,4] ^y/fTv'y, >f^Kn [3,2- 
c] [2,1] ^yyfTv'y, 1,4-^TvV [2, 3 -a] %J\»^/~JV, [1, 
4] fTv 5 ; [2,3 -b] #/W^/-;V, [1,4] f7i>/ [2,3-c] #>W* 
y*— JU, 1,4-7-TitS [3,2-b] %JW^/-;V, l,4-f7v*y [3,2- 
c] l H — 1 V Kd [2,3 -g] /ry^y lH-^fypn 

[3,2-g] ^fyv?y, t°7^/ [1, 2 ' : 1,2] tf y K [3,4 — b] 4 S S 
Y—)V, K°7i?y [1\ 2': 1,2] t°y F [4,3-b] lH-fc° 
U F [2', 3': 5,6] fcfyvV [2,3-b] <iW—A», lH-fc°y F [3', 
2': 5,6] \£y*J; [2,3 — b] A V K— /U, lH-t°yF[3\ 4': 5,6] 

t°^^y [2,3-b] -f>-F-/K try K [r, 2-: 1,2] eysK [4,5- 

b] 4 1/ K— />, t°y F Cl', 2': 1,2] fcTJJSK [5,4-b] -fVK-^, 
t°y F [2', l':2,3] t°y 5 F [4,5-b] ^> F-/K t°y^F[l', 2 
• : 1,2] t°y F [3,4— b] ^yV—/V, tfJUKtl', 2': 1,6] tf 17 F 
[3,4-b] ^VF-/K tfy^K [5', 4': 5,6] t°7y [2,3-b] -i 1/ 

Y—jv, tfy^^y [4', 5': 5,6] ^t°7y [4,5-b] -f v F-/W 1 
H—fy-Fn [3,2-c] yy/yy, iH-^yFn [2,3-b] ^y^f-y 
^, lH-fc°7vV [2, 3 -a] #/w<5y*-/ix, iH-t'r77 [2,3-b] # 
/W^)/-/l/, lH-t°7^V [2,3-c] #/W^V-/V, lH-fc°y^vV [3, 
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4-c] jJJVrtV—fV, lH-fc°y^vV [4,5-b] io;W<y'-ry, lH-bT 

[4,5-a] jJ/W^S~- tV, 1 H— fc°y 5; K [ 4 , 5 -c] jfr/W^y— 
lH-t°U^K [5,4 -a] $/W<:/—/U, lH-try^K C5,4 -b] 

lH—tfyS; K (5,4— c] 7H-1,4-WW 
5 [2', 3': 5,6] [1,2] v 5 ^^/ [3,4-b] << ^ 6H- [1, 

4] -O^/v^^W [2,3 -b] V K*-/K 6H- [1,4] 'OVv^f 
7 [2,3 -b] ^VK^, lH-^^Ko [2,3-b] -l,5-t7fy^ ( 
lH-^^Kn [2,3-b] [1,6] t7f Uv'y, lH-^VKn [2,3- 

b] [1,8] t7f^^y, lH-^^Kn [2,3-c] - 1 , 5 —Tyf V 

10 lH-^yKn [2,3-c] [1,6] ^fUv'y, lH-^VKn [2,3- 

c] [1,7] ^^yv^, lH-^yKn [2,3-c] [1,8] i"??-]) 
lH-fyKn [3,2 -b] -1,5-^^^, lH-^yKn [3,2- 
b] [1,7] ^7^y^, lH-^^Kn [3,2-b] [1,8] i~7?-Vi?y, 

iH-^yKp [3,2 - C ] [i,8] ^fy^y, >r^Ko [2, 3 -a] 

15 JJ^y, /fVKa [2,3-b] *SVi?>, >T^Kn [3, 2 -a] y v^, 

^VKp [3,2-b] ^f/y^y, [4-, 3': 5,6] try K (3,4- 

b] -fyF^, t°y K C4', 3': 4,5] t°y/ [3,2-b] ^F^,' t° 
y K [4', 3': 5,6] t°yy [2,3-b] ^ ^ K^/K fcT!JK[4\ 3': 5, 
6] \fy/ [3,4-b] -fyK-/W lH-^yKn [2,3-c] 4y*/DV, 

20 IH-^yKn [3,2-c] 4 V lH-^yKn [2,3-c] V 

y, 1 n—4 y Kp [3,2-c] ^yyy, iH-t°!J k [2, 3 -a] #/w*y 
— /i/, 1 h — 1° y k [2,3-b] iJA"^s—A' t 1 h — 1° y K [2,3-c] #/w< 

y-/K 1 H— t°y K [3,2 -a] %jW*y—As f lH-t°y K [3,2-b] * 
/W^y-/K 1H-^UF (3,2-c) lH-bTJJ K [3,4- 

25 a] U/W^S—A', lH-t°yK [3,4-b] ti/W^/-/V, lH-tftfH [3, 

4-c] Ji;W*¥ y '-/V, lH-t°y K (4,3 -a] #/W^yV/I^ lH-t°y K 
[4,3-b] %/W*y~-;U, lH-t°yK [4,3-c] $/W^J-jU, 
y}?yy, lH-^yKUy. lH-t°7; [3', 4': 5,6] t°yy [4,3 
-b] 4 V K— A', [1] ^sWyJ [2,3-b] ^fyK^, [1] 
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t°7 J [3,2-b] -i S F—Sls, CD ^syt°7/ [3,4-b] Sls}?~-/ls, 
[1] ^/t"7/ [4,3-b] Sy^;u, [2] *<yW7 J [4,3-b] 
SSY—JV, [2, 3 -a] U)W^/—jV, tfy/ [2,3-b] io;w^/— 

;V, [2,3-c] #/W^/— \fy/ (3, 2 -a] Jj/W^/^/U, \£y 

5 / [3,2-c] #/W^/-7U, ¥y J (3,4 -a] jJ}W^/—;V, lH-*^7 

sJVJ [4,3-b] s y Ci] ^yy'ftt'y; [2,3-b] -f^F 

-/v, Ci] ^yWt: 0 ?; [3,2-b] -f^K-^, Ci] ^^f7 
y c 3,4-b] -t^f-^, en ^m^7/ [4,3-w ^k^, 

[2] ^yy^tt"7; C4,3-b] syv-/u, ih-^/ Ca] #/w^/ 
10 iH-^yy Cb] 77 /w<y*-/u, ih-^7 Cc] %?v/^/—jv t Ci, 

6,2] ^iH^TiffcV C2', 3*: 1,2] t°U F [3,4-b] >f^K— /I/, 1 
H-TiftV (1\ 2': 1,2] t° U F [3,4-b] ^ F~/K 1 H — t° U F 
[1\ 2': 1,2] TiftV [4,5-b] ^ F-/K 2H-t°yF [1', 2': 
• 1,2] TiftV (3,4-b] lH-t°y F [3', 2': 5,6] 

15 irtV [3,2 -b] Syy—fr, 1 H— 1° ]J F [4 1 , 3': 5,6] ^"fetV 

[3,2-b] -f^F-zK 2H — tfy F [2', 3': 5,6] ***\? S [2,3- 
b] -f^F^/K 2H-t°y F (2\ 3': 5,6] [3,2-b] -f is 

K— /U, 2 H— t° U F C 3 ', 4': 5,6] [3,2-b] > F~/K 

fcfU F [2', 3': 4,5] *stxi*<?9 [1,2-b] F-/K t°y F [3', 
20 2':3,4] V^p^ (1,2-b) ^F/V, fc°yF(3\ 4': 4,5]^ 

Zxi^fZ [1,2-b] fc°y F [3', 4': 5,6] *s# 

[1,2-b] ASY—IV, 2H-t7 7 [3', 2': 2,3] TiftV (4,5- 
b] -f S Y-)V, \VL-SvYn [3,2-b] [1,5] ^X^iHffcJV, 1 
H-^f^Fn [3,2-d] [1,2] ^VXt^fftfy, 1H- f^Fn [2, 
25 3 -c] [1,5] s<y>*7-T-Wy, [1,4] v'TiffcV [2,3 -a] 7J/W^/ 

—/I/, ^f7Fn [2,3 -b] [1,5] ^sVisTM tfV, ^^Fn [2, 3-d] 
[1,3] -<^/v>7i?fc 0 >, ^>Fn [3,2-b] [1,4] ^^y^T-ift 0 ^, 
-T>Fn [3,2-b] [1,5] ^y^Tif tfV, -f^F* (3,2-d] [1, 
3] ^y^TiffV, -f^Fn [3,2-d] [2,3] -<^y v'Tir 
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^Kp [2,3-a] [3] ^yXTft^y, -f^Kn [2,3-c] [1] -O-X 
Tiffc"^, ^yKn (2,3-d) CD ^yX7ft°y, -YVKn [2,3 -d] 

[2] ^yxrffy, -Y^Ko C3.2-W CD ^yxrfify, >C^Kn 
[3,2-c] CD ^yxrt'tv, -f^Kn [3,2-d] Ci] ^yX/ft" 
5 ^, lH-^yKo C2,i -b] C3] ^yX7^t°y, ih- [i] ^Xit 

[5,4-b] >r^K-^, 1H- [2] ^yXt^-ttV [4,3-b] 
AvY—fr, 1H- [1] ^>-y*^tV [4,5 -b] -i^Y—JV, 1H- 

Ci] -<>y^tv [5,4-b] ^yKwu, -<^y [3,4] i/ftt^-ffi 
[l,2-b] ^yK-^, -<yy [4,5] i/9u^7* Ci,2-b] ^Kwk 

10 ^<^y* [5,6] V^p^T 0 ^ [1,2-b] -C^V—iV, -<yy [6,7] v^p 
—7°^ [1,2-b] v^p— 7*^ [b] jj/Wty—fr, 4H- [1, 

5] ^f-yi/y [5', 4': 1,6] tfUK [3,4-b] ^VK^, 7^/ 
[1', 2': 1,2] t 01 J K [3,4-b] >T^K-/l/, 2,6-^^;-2H-7f 
v-y [4,3-b] -fyK^K 3,7-y^y-3H-7i£vV [5,4-b] -fy 

15 t°U K Cl', 2': 1,8] 7 N /y/ [5,4-b] > fcf ]J K 

[4', 3': 6,7] [2,3-b] ^ X t°!J K [4', 3': 6, 

7] t^yyy [4,3-b] -fyK^, i,5-^^;-ih-7^w [3, 
4-b] 4 1/ K*-^, 2,6-y ^y-iH-rifvy [5,4-b] ^yK-/K 

IH-trjJ K [3', 4': 5,6] ^p^^ [1,2-b] ^ ^ 1,4- 

20 x^y^yyy [3,4-b] ^yKWK t°yy [3-, 4': 5,6] ->-^p^- 

^ [1,2-b] ^yK-^, lH-^yKn [2,3-c] [1,2,5,6] 

yr h7yyy, ih—t^Kp [2,3-c] (1,6] ^y/^/yy 6, 

1 3b-7^^7- 1 3bH-Tifv-y [5,4-b] 4VY-;V, ***Vl/J [3, 
2 -a] %/W<y—/U, lH-^yy [g] i^P^^ [b] -O'K— /U, 6,3 

25 - w^;yy^y) -2H-i,4-f7^; [9,8-b] -tvk^k ih, 

3H- [1,4] tt-W-J [4', 3': 1,2] fcfJJ K [3,4-b] y 
2H-3,6-x^y7^; [5,4-b] 2H-3,7-y^/7 
ifv^P^>T- % >y [5,4-b] lH-6,12b-x^/7y^y 
[5,4-b] -OV—fr, ^>Kp [3,2-e] [2] ^yX7^y, 5,9- 
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^/TfV^n^fVy [5,4-b] -fy^/V, 3,6-^/-3H- 
TifW [5,4-b] >f^K— /!/, 3,7-^^;-3H-7f^n^yfV 
/ [5,4-b] -OV—fr, t°7/ [4 1 , 3': 8,9] TifW [5,4-b] 4 
V lH-'fyKo [2,3 -c] [1,7] -O-y^^Tif^^, lH-^fV 

Kn [3,2-e] [2] ^yXTi^Wji WfflV^*l5 0 

^<yy [e] t°pp [3,2-b] -O-K-yV, -<y^ Ce] t°nn [3, 

2-g] >f^K— iv t ^yy [e] t°pp [3,2,1 -hi] jyv— jv, -<yy* 

[ e ] fan [3,4-b] A > K— ^y* [g] t°an [3,4-b] -f f K— 
;V, lH-^yy" [f] t°nn [1,2 -a] A^Y-fr, lH-^y/ [g] t°n 
p [1,2 -a] /fyHV, 2H-^yy' [e] t°PP [1,2 -a] -fyF^, 

iH-^yy [fl t°PP [2,1 -a] -fy^^K-^, iH-^yy [g] trn 

n [2,1 -a] ^y^^K-^, 2H-^yy [e] t°PP [2,1 -a] ^y^ 
^K-/K AVAvYxi [6,7,1 -cde] A ^ ^t°P [^P^t 

y-1,5'- [5H] t'PP [2,1 -a] >f y>rv-K— /V] , -<y^>Kn [7, 

1,2-hij] ^r/yy 7,1 i-y ^yry^yy [1,2 -a] -ok— /y, 7,1 
l-^^yr/yy [2,1 - a ] y-f y k-/k y^yx [ c d,f] ^yK-/y, 



v^yx [ C d,g] ^fyF/H v?-<yx [d,f] -y>-k-/k iH-y^yx 
[e,g] >f^K— /v, iH-y^yx [ e ,g] ^y^yK-/H t7h [1,2,3 

-cd] -f^K— t7h [1,8-ef] ^yK-/K t7b [1,8 -fg] -f y 
K-/y, t7b [3,2,1 -cd] ^yF-/K lH-t7f [1,2-e] 

lH-t7l> [1,2 -f] ^y^, lH-t7b [1,2-g] -f V K 
—/I/, lH-t7f [2,1-e] ^fyK-/K lH-t7f [2,3~e] A V K 

lH-t7f [1,2-f] ^fy^yK^, lH-^7b [2,3 -e] A 
y^yF-/y [lH-#/w^y*~/u-i,r-i^n^rf-y] , 

a [ 2 H-X7 /W^yWy- 2,l'-v'y n^f-y) , *fc°n [3H-77/W^y 
-/y-3,l'-^y ^rf-y] , V9v<7# [4,5] t°PP [3,2-f] * 

yyy, -y^^ [4,5] t°nn [3,2-h] ^yyy r-tftv [4,5 
-b] ^yx [ e ] ^yF-;y iH-r^tv [1,2 -a] ^yx [f] ^fyF 
-;y, lH-riftv [2,1 - a ] ^yX [f] ^y-fyK^, ^yX [e] v- 
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fu^zf? [b] ^yK^, [g] v^p— 79 [b] ^yK^^(D 

(5) 5t: 



5 sixts^i^Lf^x^ib, tt^^^^n-fi^^Sr 

^i~ 0 E'SI, F^O^fi&ifc] iLTil, Mx.tt\ 1H-^PP [2, 3 
-b : 3*, 2', l'-h i] -f ^ K^-^, ^t°D [i^P^^>-l, 2' (1* 
H) -fcTnn [3, 2, 1-hi] 4 V K— /V] , ^t°P 
1' (2'H) - [4H] t°nn [3, 2, 1- i j ] 3V !J >0 , If U K [2, 
10 3-b) t°oP (3, 2, 1-hi] ^y^-^, tf U K [4, 3-b] t'no 

[3, 2, 1-hi] ^<yy C d e ] t°PP [3, 2, 1 - i j ] 

*/ ] Jy, 3H-fc°nn [3, 2, 1-de] lH-fcTnp [3, 

2, 1-de] 7xtyMJ^, *t°P [v^P^rl^- 1, 6'- [6 
H] fcfPP (3, 2, 1 - i j ] 3V U >] , 4, 9-^/£°pp [3, 2, 

15 i-im] [i] ^y/ry>y, *t°p c^p^^v-i, 6'- [6 

H] fcfPP [3, 2, 1-i j] , lH-t°y/ [3, 4-d] tfP 

P [3, 2, 1-jk] [1] ^XTirt 0 ^, 3H-^yy [b] t°PP [3, 
2, 1-jk] [4, 1] ^X^lHftfy, 7H-^yKo Cl, 7- a 
b] [4, 1] -O'X^lHffc'V, -<^y [b] t°PP [3, 2, 1-jk] 
20 [1, 4] ^yy^T^t'y, JVYn Cl, 7-ab] [l, 4] ^Wv'T 

-f^Kn Cl, 7-ab] Cl] -OXTiffc":/, ^>Fo C7, 1- 
ab] C3] -O-XT-ift 0 ^, lH-^n^ (d] [3, 2, 1-jk] 
Cl] ^^XTiftV, *t°P CTifkV C3, 2, 1-hi] ^ V 7 
(4H) , , 4H-5, ll-y^/t°aP C3, 2, 

25 1-no] [1] -O-XTifv-^P^^xV^, *t°P CTiftV C3, 2, 1 
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-hi] Jlsy-jV-l (4H) , l'-v^P^^) t£Z<D4%egm&< 

y^^mnm^ &TF\mwtz sm^mmmtm^^y^^/um^xm 

fV, ^<>y [a] T^h7i?> N 4^f/ [1, 2- a] -fyfX 

^ [a] 7st^bW, tfU K [l 5 , 2' : 1, 2] ^ ?y [4, 5- 

b] 3V3rf-y^ lH-2-^-^fifh 0 U'^ s [hViJi?y-4. 9' - 
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(3) fimS^L.TV>T^J:VN3S^:m*gi!li^-r6^^?*tV^Jt L 
XIX ArW: 
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5£: 




±ffi^<t\ R^7K*M^*fcfig^$^Tt>j;V^7K*S§r^L, n©j^!9 
10 MU£&V^TgftoTV^t£V\ 

£fc N R f*A r l£fcteA r <DW&mtm& LX^Xh «tV\ 
15 R^A r ^fcflA r ©fMi:^LfcS (lb) T»£^5^#?©M£ 
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(CH 2 ) n . r Y 



(CH 2 ) n . r Y 

DOT, n, x, Y(l±fSi[UEft^i- 0 ] -<mt>£frZ4k&yiis £ : 
(CH 2 ) n _ r Y 




Sj *3*tf rjfcflaK**] turn, flfctf-hKR 1 TSfi^fc r tt m^wT 

-K&iT) ^ (ii) mCT^^m (Wt^ ^ ^r*V, 
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rt> £^wmtt>L<tt.ftffi£mkT/i'*;vm (Mxji, 

^y^nfcVK -fy/f/K tert-^/K sec-^/K ^^/K 

5 ^^i'CC, _ 6 T/l-^Sftif) Sfctt © (i) ^n^ygf (Mxfl, 
^n/K a*-Kfcir) s (ii) ffi^T/l^^S (Mx.fl, 

pt. f, ]> df-^ n -7°P t°7^dr-> N i -y° P tVl'^ v\ n -^/M" 

*l/t£l£(DC x _ 6 T/Ua^Vgfcif) , (iii) fc Kn^gft^^flfrtS 
tt^£trl^V^L3'(@WLTV^T^J;VM£^T7/^^£ (Mxfl, 7*c=^- 
10 C x _ ! o T/V^/W (Mx.fl, ^^^/K 7 ^~>V^jV, 7s=/^P^ 

_ 6 r/>^ (Mxfl, a-i-y^^f-/vt£if) Sfctt^i^-Cj _ 3 

T/v^/w (Mxfl, i?7s=/Mf^ Vy^-As^/Vfcif) t£}f<DC 1 _ ! 

15 J: !) L < f± (D &«&0>i£#(lK , i> u < ft^^EST/i/^a; (Mx.fl, 

ISi©ti7 7M/H (Mx.fl, 7 Cj _ l 0 tv^/p (Mx.fi, 

y^^/u^/u, y ^.~/vyu\f/v, y ^~;vy*j-;v^ y^~/v-<yf- 

20 /K ^-/V^^/l'&i?) N y-y^-C 1 _ 6 T^jV (Mx.fl, a —7^7 

f-A'tJ-ji'-telf) ^fcflv^^-zv-Cj, _ 3 T;^3vv (Mx.fl, *jy*=.A,t 
TvK ^7x^/n«if) fcir<BC 7 _ ! 5 77/^/H^^Wif btiSo 

r 4 feir^R 5 T*gt>$^5 rftjfts^rv^t^v^r^Sj itm M 
i.fi-hfSR 1 -e^fc rgi^tiwT^j^Tv^Sj fc£WHi<»p>*i5 0 
25 4fc, Y-e*b£fri3 rfK£ftTivrfc«fcvvr^y&j fn&v^x, r 4 *3i 

WftMiLTfl, 5C: 
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v. 



— N 



NH 



— N 



— N 



b&^mtfiT$/m\ (O TgmSj ibtft f!lx.tf±fBR 2 b tR 3 b 

m <d rg^sj , itsR 1 xmzthz m^tix^x^^mtT^mm, w 
^nx^xh^r^m^tcnm^nx^xh^^mmm} ftz&m^ 

Y^^tlS rgm£tVWTt>J^T^/Sj ^LTfl, (1) a&: 

R' R' ' 

— N-(GH 2 ) p — N-R 2 

v^^tk^s* tzt£w&£tix^xi> x^mmmm^ u p & i ~ 3 



WO 02/14513 



PCT/JPOl/06899 



137 

(2) ii&3ftT^TfcJ;^lf^y-5V£; L<, fctfvT?t>, (1 

a ) 

R' R' ' 

— N-(CH 2 ) — N-R 2 

(lb) ^: 



25 £LT#Jfb*i3#\ »53i£LTfi, ^*® : ffcJ;tr2fioS§ff^^e># 



N 
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$ £ ft 5 5 3^ u 9 9k(D^mmmm wt. l < mmm) tm*. u 

YtLX(Dm^flX^X-h^^V^/m^ ifBLfcR 1 T^$ft3 
r«$tlWTt ftif&g&Sfc LT^LTV^t iV\ 

^ & J; l/^MT-^ if <D-^x o Ki^ £ 1 J&V^ L 3 Sra"^" LTV^T J; ^ 5 fci > 

^fih(D^mmmmmmm^mmw^\^^^i~^x-h^x-hx\^u 
&^^mmf&mmT^&^z^%mxh^x^^\ nmm.mu^ 

-© 
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5 




mm^-tm^^Lx^x^^ m^m^Lx\^xh^^m.m^mm <o 

x\^xi>£\^T^/i'm%fcttmWk£tix^xh^m.mmm\ -kx&m^binz 
tut, Yxmfr&n% m^tLx^xh^r^/m at© rem^tL 

Tv^tiv^r^/Sj ; ^^WcYTr»^ti5 m^tix^xh cfcVN 

tb<tt5~6l) <^WS^^»3tt (#iJx.{it°DwK ^f-y^/K 4 
ry-/K 1,2, 3-f7^7y-;K 1,2, 4-f7v^7^;K 1,3,4- 
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^Tv>ry*-/K l, 2, 3- i, 2, 4- bury— /K X HtV 

t°y^>, t°y^v^ try 5^ tr^s^ mjt^) , *3«ktf 

v^s*»ssj ^ i o©^Mf ±ic 2 i^jh©i^s§rttsi^ mm 




Yi: LTJ;«9£f3;L<te, Mill 5£ : 




R 6 W: (i) Cj _ 6 T/v^/K C x _ 6 TA^^v^ ^n^>jiiW\ 
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WTt<fc<, g$ Tft^Sj attt, ^iJ^flR 1 TrS^tLS ' rglfe^^TV^ 

fcJ:i>Jfcfl2K*a£j © r ^«J fc^WE^bftS) , (ii) 7k*E^ (iii) 
^p^*^, t Hn^ C, _ 6 T/V3drV, 75 A ^;-%ti\$y-C 

tl/TV^Tti iV^C x _ 6 r^dr/VSfcSV^ (iv) ^r/^fctev 5 

-c x _ 6 7/1^^7 5 /£ fete c a _ B 7A/=Idp■5/-*/^7|5=/^t»^lJft$^^-cv^' 
tti^C! _ 6 T^/i^^^^^£Sr*U $f*b<{i > c 1 _ 4 7/^/^ 

(•7;U^-p N ^PBftif) , = ^n, WA C x _ 4 TV^^ (/ f^v-ft 
if) „ t Kn=5rv\ #/W^^/K (4-C, _ 4 T/V^jV (tf-frliU) -l-t°^< 
■7^=/^)*/i^3j?^K 75/^-#/wiwK W*!J/^M^;K 
3f~>7K C a _ 4 T^^drv- (y hdf C x _ 4 7/1^3^ 

Oh^yftif) ^^/vCj _ 4 T/i^3^> h^yftif) , UAsiR^i/ 
/VCj _ 4 T^a^V (/ h^v'&if) „ C x _ 4 7/^^v" (^b^yftif) 

(--f yy°n tV^ftif) , 75/, 7i?5vi'7 5/ > C x _ 4 Tjv^jv (tJ-jv 
ft if) ^^7U, (4-Cj _ 4 7/1^/1' (/^vl/fti:*) y^/l^/Wft 
~/y7 5 A £ W h\ 3-Ci _ 4 7/^/V (y^Vv&if) h\ Tv^A 

1 K n ^7 y y /HE fete v> l: K a y 5 *V JJ />Tg& S^TV^T t> <£l v<y>; 

s&^-etx R 6 flSCj _ 4 7/^/^ MfVl'ftif) , MJ^n^/ (7/U-^P 
fcif) C x _ 4 7/l^/U (yfvl'&if) % ^utflsWfr (y/^a N ynnft 

y y tLTv ^-c t> x v ^y s^s® & li \ 

Y i: LT, l-^y^-4-^^v?=;H, 4 -^<y v^- 1 - fc° 
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1- [ {2-J-3-)V7^=-;V) fT-As] - 4 - fc"^ y v^/Vg, 
1- [ (3-^Pn7i^;i/) 1- [ (2-? 

PP7i^) ^/l"] -4-f-^y^/^ 1- [ (3-=fP7x^) 
;*^7l/] - 4 - tv< U v>^/U-S N 1- [ [3- ( h JJ 7/Utn^f;l/) 7^- 
5 ^] p*^7l/] -4-fc°^y v^/Wg, fcW$F*L< N 1-^^^-4-t"^- 

y^/vS> l-Tirf-^-4-t°^<y v^/vg, l- [ (2-yfvK7^~ 

^/V] -4-tVf^;H, 1- [ (3-^PP7i^) 7<^VKl - 
4-fc°^!J^/H, 1- [ (2-7nn7x-;l/) 

1- C (3-^fn7x^) tf-AA -4-t°^yv f ^/^ 1- 
10 [ [ 3 - ( h y p« fvw) -7 * * - 4 - 1"^ U v^/vg, ft 

(1) -(CH 2 ) ql - (ql(il~4<DS^^i- 0 ) ^ 
15 (2) -(CH J ) rl -X l -(CH 8 ) ra - (rl*3j:-0«r2«:|l|— *fcttS*oT0~3OSE 

SfcSrTFt",, fi-U rlir2i<^fPfil~3T'fe6 0 X 1 J±NH, 0, S, S0i:fcteS0 2 3: 

(3) -(CH 2 ) sl -X 1 -(CH 2 ) s2 -X 2 -(CH 2 ) s3 - (si, s2*5.fctfs3fi|Hl— SfcttM 
^oTO~2(Dit^t 0 <&U si, .s2fc£t*s3©fattO~2T?fc5o X l *5«J; 

20 OT tt/tft^ftNH, 0, S, S0^fc^S0 2 ^i" o flU s2fl*0©i:t\ X 1 ^^ 

X 2 <&4>fc < £ t> L < teNH£^-f 0 ) ft Wffinto 2 ffi©S*5 J: tf-gp 

0^^^p^::^$tlfc2toS^^; fc^tt, -co-, -o-, 
— N R 3 b 3 -S- N -SO-. -S0 2 - N -S0 2 NR 3 b 3 - N -S 
0 2 NHCON R 3 b 3 -> — SO z NHC (=NH) NR 3 b 3 -CS- 

25 -CR 3 b 3 (R 3 b b ) — . — C (=CR 3 b 3 (R 3 b b ) ) -C (= 

NR 3 b 3 ) -CONR 3 b 3 - (rrt, R 3 b 3 *5«tt^R 3 b b tttl 

1 fcV^L4B-?&52ffi©£#¥tf bftfco 
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XtLXtt, -CO- -0- N -NR 3 b a - N -S- s -SO-, -SO 
2 -S0 2 NR 3 b a - s -SO, NHCONR 3 b a -S0 2 NHC 
(=NH) NR 3 b a -CS- -CR 3 b a (R 3 b b ) -C (=C 

R 3 b a ( R 3 b b ) ) _^ _ C ( =NR 3 b a ) _^ — C ONR 3 b 3 ~ ( £ 

5 r-c\ r 3 b a fc<tr/R 3 b b ttti^tmftLx, frmm*. ^r/m, t k 
i- D ) ft£ftfs&bfc#£L<, -co-, -o-, -so 2 \ -s 

0 2 NR 3 b a -CR 3 b a (R 3 b b ) - N -CONR 3 b a -&if/« 
^L<, £>9fc>tt-S0 2 NR 3 b a - x -CONR 3 b a - N -CR 3 b a 
10 (R 3 b b ) L</8l^ft5, 

LWt«<, ^/5>5gl&S<h LT(3\ 0Rf£, « (C x _ 6 ) Tjv*;v 

^fvK J^^K ^ntVK -YV^ntVK 4 y^/K s e c 

-•ff-JK t e r t-T^/K ^yf /K V y^>f /K ^^^/K ^rv' 
15 /U&if) > 4£& (C 3 _ 7 ) ^nrW ($k v'^n^PtVK v^n^ 

(C 2 _ 7 ) T/vjj/Jfr m, T±^/K /nt°^/K -f^V^H) , \& 
m (Cj _ 6 ) T/V^^-^i^wK (C^J 7^3^ 

20 S(Ib) S: (lib) : 



25 10©M^U RftTK^M^^ttgm^^TV^-C^^V^hTKSS^feo 



R 




(lib) 
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5 S(lb) &£T$ (lib) Wif^Tt 

|B«i-5^^J:l3SSig-r5rirdSt?tS 0 W6-1 6 6 6 7 6, 

WH-3 1 0 5 3 2, EP-A-4 8 7 0 7 1, EP-A-5 6 0 2 3 5, 
WO 9 8/4 6590, WO 0 0/23437 teZ\zmffc<Djjfe-£tz.ft*:%l\Z.l£ 

io it (I b) *3«fctf (lib) ■«$H*ft'a**iJ;tH:0«3itc*3t"t*#3je 

5£ (I b) *3<fctJ< (l ib) 
15 i^tt^ifc*|ffl#f^ ft^teffc A^Sttfrs ffiMtfcttfc IX ttmiKSttfo 

^/cH^tlb(Dfl^T-fcoT^J;<, CtLb%^l§P^(D^; (lb) *3,fcT>* (I 

ib) TS^^sft^fci^j^^^&sv^tt^^ra^^^s,, #r 

fcf> (lb) tt7t5WotW<, 

20 m^H^^ 
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^AT^K, N, F\ N, N-v^^T1rb 

I^WfD^Sfl, ft&m 1 5 y ttlf^ 0 . 5 mlftV^ L|\J 10 0 ml, 

L<f^3ml^V^L^3 0mrefc5o KiSfiSfl Jll^?»Z>ffig^ £ <9 
ftft3#, OlCftV^UU 8 QXmStZM, 0£L<te^O°C^ 

L^ll 2 0°CfiSTfe6 a RjsSPSIBJH:, RJSJB^^J: DftfeS^ iift&lO. 5 

r#w ft v > Lm 7 2 mm, t < h^j i h#k * v ^ u$ 2 4 i$fm-es> 5 „ m&n, 

fl=TTfffoTt>J;v\ 

pvf^77>f^m Sits *ORJS©J^i:LTlft$^5as, Wfe 
5 v > tt»3K-r * £ £ ft < gJt£iS£*<0 * * UK** h LTffl v t> i v \ 

y^ j^gty^-^ *BWW--py*^ TkiMto&y **fc#y £a n 
^sn^py -2-py b^v-K, *y^t-7*b^wcjitafi 

ft) 1 ^/^*ftV^Lft)5^/l^i;T'&£ 0 $ bfcfcKf&Bu &MO«-CM£ 
(I l b) ©5*>, -X-aS-O-TfeS-fk^ (I I ba) t-fcfi-t 
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£jS5£ 1-1 



R 




(Hlba) (|Vba) (|| ba ) 



5 

It (a a) fcfcivt, 5£ (lllba) D&4\ #IE^Ii±13i: |WIIcli»-t\] 

ffcl^ft (lllba) ^P»-f3r^fc3) m 
(IVba) z 1 f±JM», -e©ft!i(D|2-§-(i±fai:^«^-r] 

ti&4k&m (J^T, fc£4ft (IVba) »f^5r£:t>fo5) ©*g£afrfc:«fc!3< 
io fb^fe (iiba) fct*^* 5. 

MX-tt, 7*J*. a-KSO «##*L<fflV^*L*. 

fb£* (lllba) kfc&k (IVba) ili LTtt, iitf^^ 

*U<tt*5il« ! W^Ltt2 4i$|iB-C*>*. MitTd, Fli«tl>y^ 

^LTtt, ffc^fe (IVba) fc&LT, ftl 1 ^*J&V> L$J 3 ^fi^W^ U\ §b 
fc, i&gia&CTte^to (IVba) \z%LXm&ak<DB$Mk&to (Miliar 

25 ^by^A, a^ib^y^A^) % fesv^i4-v ? ^^r^/fc o y^^^# 
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feTfcft?zk&x*%z> a WMm^mmt u-cf±, cvba) ratx, 
m i u<] 3 ^mmiz ti\ 

-fc^f (IVba) ^ft S ft^&^&fc 3 W^tU^ «fc 9 $B£ 

X@ (a a) (DmPtfk&fo (Hlba) ^fcfi^rOte, Mfcif, WOO 

0/234 3 7 \zwfc<D%mzmvxmm-rz>z.bftx°% z> 0 

it&m (lib) 05*., -X-^-NR 3 ba -T*fcS^^ (I I b b) 



R 




(INbb) (IVba) (||bb) 



.is (ba) \z.m^x, 5£ (nibb) k^., MfiW±faiiwiE^^i~] t? 
m&nzfc&M (sxr, \\&m (nibb) ^i»i-<5r.<^fc5) 

(IVba) ®*g£KJfcfc:«fc!K (Hbb) ^Wtt^klfiX^^. 

tt&fy (Hlbb) ir^^t) (IVba) <DM&Rmte, $Jx.fc£N, N-v^/l^ 

/vat ^ K#^«^> LT, M?Ui^# y t? a, tK*^ h y p 

<DftfeTiz.no z.ttfx%% a mm.m<D&mmtLxix o&m avba) rat 

$ 1 ^Aft^ Lift 3 U\ 
£fc N Xfl (ba) (Dig^fb^ (Hlbb) ^fd^^^tt, ^T©S^2- 

(bb) :5C(vbb) i#ft s &m%n±mtmmm%7Fi-'] xmztiz>fc& 
m (ot> it&m (vbb) im&^-rs^itfcs) 

xg (be) :S:(vibb) D&"^ #E^±fBiPEa^1-] -t?ife£ti6^ 
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m (E*T\ (vibb) tmFtZ>^bhh%) <DMjgBJ&, *3«fctf 

IH (bd) :5£ (Vllbb) LOT, #fE#f±±1B£PIc8&^] "&3ft3ft 
^ (£*~r\ (Vllbb) ^Bfrffc-rS- £5£ (IXbb) # 

ffi#tt±fBi:|WlMSr^i-] "TSftSftSfc^to (OT, \Y&m (IXbb) iP»-f 

srttfcs) oue^sjssr^ mikftb^t^xv, K&m aiibb) £§j^-r 

-CB--cer"-^-'-o^'" 

(Vbb) (VI bb) (Vllbb) 

& -CO""'" 



10 it (bb) ^*sv>Tft^«j (vbb) ^ hpft-fsrt^J:?), ft-^fe (vibb) 

(Synthesis), 217-238 (1977), fr^XhV — if ^ h * T^K - 

15 fay Jf/V~-~7?> (Chemistry of the Nitro and Nitroso Groups) , p. 1-48 

Wiley (1970) mz%ffi<Djjffi fcSV^^ftfcfPCfc^Tffr 5 - t 3 0 

fb£ft (Vbb) Hc N ^tLl^^&^VM^^«Dfc^-J:i9M3ti-5^ 

Org. Chem.) , 34, 2235(1969), V'^—'TJV irzf 9 J -fr—H—V 
20 ^ ^*HJ- (J. Org. Chem.) , 5 4, 5 5 7 4(1 9 8 9), Tf7^K 

ny (Tetrahedron Lett.) , 3 5, 3 0 2 3 (1 9 7 7), 7'yf-f 

V Jry* if yif^X-f— ^ v 5 -^^^ (Bull. Chem. Soc. 

Jpn. ) , 5 6, 2 3 00(1 9 8 3), ^^7^ V*?—f)V iff /r^* 



WO 02/14513 PCT/JP01/06899 

149 

hV— (Indian. J. Chera. ) , 2, 211 (1964), -iV^^TV i?T~-j"A' * 
-? Sr^XW- (Indian. J. Chem. ) , 12, 247 (1974), 
If fr5.il A/ yy-J 4— i?*r'*y (Bull. Chem. Soc. , Jpn. ) , 

43, 1824 (1970) > 77"7^T^^ ZfVy-^V (Chem. 

5 Pharm. Bull.) , 20, 1328 (1972) , *r^$fl' 77^a-f^*^ 

>f 3/ (Chem. Pharm. Bull.) , 27, 1982 (1979) , ^WZf-jJ T 9 % 

(Helv. Chem. Acta) , 46, 1696 (1963) , (Synthesis) , 541 

(1979) „ U.S. 3,682,962,, U.S. 3,911,126., Ger. Of fen. 2,314,392,, Ger. 
1,545,805, -y*r—~t;v ir? fr^tuv yiM^7V — (J. Chem. Soc.) , 

10 1381(1949), *tfV7y i/^r— f-jV ir~? >T X X h V — (Can. J. 

Chem.) , 42, 2904(1964), V^—^-JV Hr~f ir—jS~y? fr$XbV~ (J. 
Org. Chem.) , 28, 3058(1963), ir7* T^U^V fr^U/V V 

•fsf^j — (J. Am. Chem. Soc.) , 76, 3194(1954), 87, 1397(1965), 88, 
4061(1966), WBS4 9-4 1 5 3 9 #^|B.«^^£fe^V^«•?:t^^2p tttjft: 

15 {^oTlilt^ r t 5 D 

It (be) ^&V>T, (VIbb) ^ilTuKJfcJ^, fc&Wo (Vllbb) £ 

let-fan £fls-e#5 0 

f^^^x^o^m^^^v^fc^K^) SrJflvv-cfr 5 r 
20 Wfcfi N ^JO^ife, Mx.fi, ir—ff^y? (Organic Synthesis), 

Coll. Vol. 5, 829-833 (1973), iS~<y# v^-fe^X (Organic 
Synthesis), Coll. Vol. 1, 455 (1941), v^— tlV -frrf T^y*> 
^jM" yiMrcT^- (J. Am. Chem. Soc.) , 66, 1781 (1944) ^fEfc£ 

25 Xm (bd) fcfcVvr, (Vllbb) ft-^t/ (iXbb) wH^aSJCtt), 

(Illbb) Sr®t5ti-5^fc^#S„ 
(Vllbb) Hb£4& (IXbb) tf»fg££jSf±, 0tf*.fffc£4* (Illba) Hfe 
(ivba) ©lt£^£l^«l-fT 5 t3 0 

(nibb) (1, ft£#> (viibb) Ltffl^t, $JxJ« 
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/V — (J. Am. Chem. Soc), 87, 2767 (1965), 0~ y$ is 

y±i/X (Organic Synthesis), Coll. Vol. 4, 283-285 (1963) ^fBg£<£>^1£ 

(Helv. Chem. Acta) , 43, 1898 (I960), ?VV ^ Hr^-H—yt 

5;^hy — (J. Org. Chem.) , 39, 2044 (1974), (Synthesis) , 5, 

375 (1981) \mm<o-mm h*\^z*ih\c&zitm&\z&vx^wkt 

fc&fO (lib) OH, -X-^- N R 3ba CO-tfc5M (Hbc) ^fd 

R 3ba 



I 

(CH) • 



(lllbb) (IVbc) (I|bG) 



JM (ca) fc*5Vvt\ ft^fcfc (lllbb) fcS; (IVbc) Kt, Z 2 

^<Z)fi!l<7)|a-^«±iair[WIEa&^] "T?S£;ft5fb3# (£*T, ft£4fe (IVbc) 
mf^TSr^fcS) <£>T 5; FfcEJfcfcJ:!?, fb^fc (ilbc) &W£tZZ.k 

3 — K) , C r _ 6 T/V^/^=¥^S (09 £1^ * b^-fs ^<yi//v 

, c 6 _ x o 7'J-/^^S (W;t«!7a;^ p--fo7x; 

fh^fe (nibb) Hb-S* (ivbc) or- kimi «ftfii^iJ^K£ 
fflv^vfT?-^-etSc wis, z 2 iJtKn^/n®^, 
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^o^fflSft, (nibb) l^y^/w^tTa^m^ft&v^s^ 

4 L < J±^l^fi&V> 2 ^*T?;!b3 0 

(lib) (Dohs -X-36S-S-, -SO-£fcfci-S0 2 -"CfcS-fk 
£4fc (Ilbd) *fcfi-t©:!fcf*, OT^»S^4-l^J;i9^jt«r. fcflS-Cf 5 0 

EffcSSU-l 



R 




(I Ilbd) (|Vba) (||bd) 



Ii (da) ^&V>T, ft^fe (Illbd) btt&m (IVba) ©«^RjiSS:fTV\ 

&giasc-c, §i %m%mit&fc%ff ^^aot, aibd) srjRjr*- 

(Illbd) Hfel£tt (IVba) <D|t^RjS«s Mi«N, N-v^^* 

©#^ET^ff5r.t3js-et*„ mm.m<Dm%mk lxix fc&va avba) k&l 

X d tf*-S-T'£>5fcl^ (Hbd) Mi^cciw^fr^^ia 
oT, X d iS-SO-Sfctt-SO, -T'fcSfc-^ (Hbd) id^< 
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<d s o-©atfb<&#£\ (iibd) \m lt, i u& i . i ^* 

##£03: U/\ 3:fc, SOS0 2 ^iW^ ft£*> (IVbd) fcfcfLT, 

Ig (da) (D^m^t) (Illbd) ttitt©S!t ^T<^£o£4-2^J; 

Xg (db) (Vbb) (7)^nn7;^=/«^ *5±tT 

Xa (dc) :^(VIbd) «-fB^-{i±lBi:^E^^-r o ] 

(JsJ~r\ te^Jgj (VIbd) iH&#-f-5^i:tfe5) O^tMS^oT, fc£ 
* (Illbd) &WktZZk&-?%Zo 

■'-ce-'-'Cer'-^-'-ce"" 

(Vbb) (VIbd) (Illbd) 

xm (db) fcSs^T, fc&m (Vbb) Sr^Do^/u^/Wbi-Sit^t;^ 
(vibd) 5:18^3 ££#-?£5c 

p ux/v-fo-jvikfcfoot&Mb LTf± N ^ n p ^/i/*^ife % 

iaSt LTtt, &i-2 o°cfti^UH o o°c^W*tv\ 
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I® (dc) fcfcivf, ft^#> (VIbd) «r3S5ni-« ^ fc-C-ft:^ (Illbd) SrM 

*315bsj^^s iisft3t^#fK *x— imm&mtm<D 

(lib) <E>5*>, -X-^-SO z NR 3 b a -T'&Sft^ (Ilbe) £ 



TM (ea) fcfcVvt, ft^W (VIbd) (IVbe) Kf, ^|S^±IBi:|II 

Ea^r^-r] x»misfrz>ik&m mr, (ivbe) ^iw-r^^fcs) 

ft^fc (VIbd) (IVbe) ©*&^SJ©tt, MxJifcl=*i (Hlbb) bit 

(IVbe) ©7-; K^bRJcSiPI«tfT5ii:asT?t*. 
\\&® (IVbe) tot^ifete, ^tbift:^<D^mfe5V^^H^¥Cfc^ 

p !J — (J. Med. Chem. ) , 33, 1880(199 0)#fcfB$f: fetter 

ft^Bl (lib) (Doh, -X-^-S0 2 NHC ONR 3 b a --CfeS-fb^ 
(Ilbf) IztcteWm*. &T<D50&&6\z£*)WkrZZ.l:&V% 3 0 




(VIbd) (IVbe) 



(Ilbe) 
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(IVbe). (llbf) 



TM (fa) ^*5v>t, ty&m (vibd) \^ T/wv&mJ y-yrymM (mo 

CN ; ££-CMf4T/^y&JR«r;*H-) SrfffflS-frfcflU fb£* (IVbe) 
5 Mr^aoT, ft^t) (llbf) &m£tZ>Z.k&~Q%Z> a 0«x. 
f*J'N4#fF (EP-7 5 9 4 3 1) N W7-1 1 8 2 6 7^fEg^7c{«: 

tt&m (vibd) tT/>*y^JS>r y^r^i£<DRfS:f± % ^lytctts© 
io ^jW£U\ ^ms<z)^ffl»«, fb^ti (vibd) fcatut, &uii*^U£j 

(Hb) ©H> -X-iJJ-SOj NH C (=NH) NR 3ba 

ft:^ (Ilbg) ^fc«-^(7)^«, ^T©RJcS:^:7^J;!3®i3ti-sri:*ST*#5 0 
15 KJSo£7 

NH 

II 

R + H >Y~ (CH)n ~ Y ^ R, - N C R3ba 

MM 



Xg (ga) £*3vv<\ (VIbd) k&. (IVbg) #fB#te-hffl<^ 

mm^-ti T-t^nsM (ot, avbg) i^i-5ri^fe5) 

20 ^^JS^ioT, (Hbg) SrSBfrt-Sii:aST?#5o 

ft^ft (VIbd) iffc&tt (IVbg) <Dffi&BJ&^ (Hlbb) 
^ (ivbc) 07^ KteKJ££ Plfiltfr 5£ kifi-ZZZo 
ik&m (ivbg) r± x <b-a* (ivbe) ^v^T> i^^tfcMH^^cfc^ 
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ifefc: J: 9, SttSrimSo (ivbe) KS-^^vWy?- 

5*MJ- (J. Org. Chem.) 13, 924(1948) ^fflitO^^) „ v^T^ K&f£ 
ffl$*S^5fe (#iJx.f^ ^/W<^# 7^ (Helv. Chem. Acta) , 29, 

324 (1946) \mm<Djjmm) . isxui, u-^h^^^^ 

AO - 2—=f-$~? y-T K#VT(l, 3-Bis(tert-butoxycarbonyl)-2- 

methyl-2-thiopseudourea) Srf^ffl$^r5^ife (^XL«\ rf7^Kny W 
—X (Tetrahedron Lett. ) , 33, 6541-6542 (1992), v>-f— ^ ^ v> 
3-— #-3,^ ^$*MJ — (J. Org. Chem.) , 52, 1700-1703 (1987) fclBft 

©^^f) #^£o-c{i^tJ dvbg) ^5t«ri^-e#6 0 

ft^tt (lib) (D?h, -X-^-CR 3 ba (R 3 bb ) -X'bZfc&VO 
(Ilbh) ^fcfl^rOJ&i, &T©^£ 8 fc: J: 0t$^5 




(I Ilbh) (Ilbh) 



X® (ha) M&V^T, it (Illbh) K^, #|B^-(i±fBi: W\MM^ir 0 1 
(OT> (Illbh) kmm-ZZfbhZ) 

ItS^S^tia^ *;v#^;H^^tT, flr^Jfc (Ilbh) »5t-T 

M^f^ *;l/to;HO-CH (OH) -^-CH 2 -^©SifcfcJu li 
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KX (Reduction with Complex Metal Hydrides) Interscience, New York 
(1956), fr^Xfl/ yy-j^Tj— UfcTa.— X (Chem. Soc. Rev.), 5, 23 
(1976) , v^i?^* (Synthesis), 633 (1974), 9 J^—jr/V irZ? v 5 Tt< 
VlM^T^ (J. Am. Chem. Soc.) 91, 2967 (1969), v> 
^ ^-tf^y* *-^*b!J — (J. Org. Chem.), 29, 121 
(1964), Hr—U~y9 DTfisal/XiOrg. Reactions), 1, 155 (1942), T 
> S*f/* s S s r — (Angew. Chem.), 71, 726 (1956), l/lste^X (Synthesis) , 

633 (1974),^—^ iy T^Vfi^ ^5;#/P zcTj~-(J. 

Am. Chem. JSoc. ) , 80, 2896 (1958), Hr*—#~y9 DTP is a yX(0rg. 
Reactions), 4, 378 (1948), i?*—' ttV ^ i? TV U # V tr^XA' 
y-yrjzLrrA*- (J. Am. Chem. Soc.) , 108, 3385 (1986)^fc!B|ft4>5 l^W/tiL 

l£7c, ^y^;H©-CR 3 b c (OH) - (rrt'R 3 b c it, C x _ 6 

tr^y-i m^rmmnm^m^x, ii&yy yr^^a ^x 

y ^ 9 V yt> f-7^^>"irX(Grignard Reactions of Nonmetallic 
Substances), Prentice-Hall: Englewood Cliffs, NJ, 1954, pp. 138-528, 3r 

Pf* 1 )-^ ^ y y X (Or gano lithium Methods), Academic Press: New 
York, 1988, pp. 67-75#^|B^fe5VM^n^PCfc^^T*fr5 ^ kt*T*% 

*t 7K^h Jr—tf^ v 9 ^ MJ— (Advanced 

Organic Chemistry), 5th ed. Wiley-Interscience: New York, 1992, pp. 879- 

it&to (nibh) uw.&&h%^\±%fi\m^ttm, m%.\mwt5- 

1 40 1 4 9, W6-2 0 6 8 7 5, t^TAV^nV *T 
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5*r!J-(J. Med. Chem.), 37, 2292 (1994)^fSfsfc5l^^U^<P Ztt 

ik&m (lib) (Doh, -x-tfi-c (=cr 3 b a (r 3 b b ) ) --efcs 

tt&m aibi) ^\^(Dmx &T<Dfcfo&9K£y)mik~t%z.k&x*%% Q 




(lllbh) (llbi) 



(ia) in&^T, (lllbh) MS&f^SliKJS^Sri:^^ 

^/^^H^^iLt, (llbi) zmtiktZZttf-CZZo 

.^/^^SO^^iSi tTf^ 0Hx.fi, <MtV yfc (Wittig)SJS, 

^- !7X!7^-x^yX (Horner-Wadsworth-Emmons) Jxi^X \Z—$— s Jl/ 

(Peterson) tV7^ ^LKJfc> $ ^> (Knoevenagel) US^Mi^^rf b 

WLfc 7K^b -fr-U—V? tr^XhV- (Advanced 
Organic Chemistry), 5th ed. Wiley-Interscience: New York, 1992, pp. 879- 
981, ^T—^^y^ i/ls-m/* (Organic Synthesis), coll. vol.5, 751 
(1973), $T~-jJ~-y# l/V^yy- (Organic Synthesis), coll. vol.5, 509 
(1973), i/ytV7 (Synthesis), 384 (1984), I3p-V$ JJT^^ayX 
(Org. Reactions), 15, 204 (1967)^|CfE«fc^V^(^tl^-^Cfc^^-efT5 

ik&m (lib) OH, -X-^-c (=N R 3 b a ) -T&S-ffrg^ 

(iibj) ^fcnz(om% &T<D%m^i o\c£y)W£fzz.kft'x*%z> 0 
o 



WO 02/14513 



PCT/JPOl/06899 




TM (ja) fcifcvvc, (Illbh) &m^mMkEfo£lt%Z-b\z.£i9, 

*/u#^;H»LT, \\&m (Hbj) SrKjgf «ri:^#« 0 

09*.f*s T r- fr 5 * MJ - (Advanced 

Organic Chemistry), 5th ed. . Wiley-Interscience: New York, 1992, pp. 904- 
10 907, jr—tf~y? . 77^^atA' 9 JV^-? 7"W^^ 3 yX' 

(Organic Functional Group Preparations) , vol. Ill, Academic (1983) , 
K ^*h!J — ^ ^7 ^ KX (Rodd's Chemistry of 

Carbon Compounds), vol.1, part C, Elsevier Publishing co. (1965) ^MIB 

15 • it^tl (lib) (Doh, -X-^-cS-T-feS-ffc-a-tl (Ilbk) ^fc^(D^ 

1 




(Illbh) (Ilbk) 



20 



IS (ka) ^fev^T, ft&m (Illbh) &iiy5&fs^£^£*5££fc«fc!9 > 

^;^-;^^^-«^#^S«mtT, (Ilbk) *W&tZZLkft~Z%Zo 
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^KRjSf^ i/'y-ti/T* (Synthesis), 7, 543 (1991), Jrzf 
T^Vtiy ^T^iOJV yiM^T--f — (J. Am. Chem. Soc.) , 106, 934 
(1984), v^— ^ XT* i? T^y^7^ yf--f^T^-(J. Am. 

Chem. Soc.) 68, 769 (1946) ^ffiltfcS VMi^frUC* C/^&^fT 5 ^ £ ^ 

(lib) <7>5"^ -X-^-GONR 3 b 3 --CfcSft;^ (libra) $ 

KJS5£ 12-1 

CII.W) (.Vbe) 

Ig (ma) lC*5V>-<\ ^ (Illbm) D£4\ #IB^te±fB£ PlfS&Sr^t] 
(«T\ ft^fc (Illbm) t»-rs^i:t>fc6) tfk^fe 

(IVbe) Of^SKCtcT, (Hbm) %Witf~& - £ ^T?^ <S 0 

ft£*8 (Illbm) (IVbe) <DS^«, 09£tffc£* (Illbb) btt&Vll 

(ivbc) ©7 5; WkfcJ&hmmz.ft5Z-kftX*%Z 0 

^fc, TM (ma) ©J^Mb-^* (IHbm) f± N KTORJSoSl 2-2f^j;<9^ 
jfirfSrfcflS-C^So -T^fct,, xm (mb) rfc-g^ (Vbb) <DT±^MtE^ 
*3<fctCT£ (mc) :iC (VIbm) K<K #|B#W:±IBt ^#IISr^t-„ ] 

foz>\\&m (sir, (vita) .^w&fs^-sr^t&s) 

g^c^ttg»msr^ Iii&tr^^J;^ ffc^ (IHbm) 4rM3ti-5^ 
gJEfcafcl 2-2 
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It (rab) KUoVvC, ft&m (Vbb) ZT^^Mk-tZ-t^XV, K&m 

(vibm) %mm-tzz.ttfx«%% 0 

ffiV>&tl5. MPfma^ 1 4 0 1 4 9, W6-206 8 

7 5, v 5 ^-— 7VV ^ ^rV'>t^ ^* ^ ^ h y — (J. Med. Chem. ) , 37, 
2292 (1994)^^fa«fe5V^^tl«Cfc^^^1-5r<h^-et6 0 

io ii (mc) ^jov^r, fc&m (vibm) «<ffc-f5 r £ £ i s s -fk^fe/ 

(iiibm) , m^z 2 \?v*^mxfo%{k&m%mm-tz>z.ttfv%% 0 

15 j3=-yt> W-feiX^.(0rg. Synthesis), Coll. Vol. 2, 428 (1943), i?*— * 7" 

/l/ ^ T^U*^ y-^-Y xf ^-(J. Am. Chem. Soc. ) , 

ee, 894 (i^mmmhzwtz^mztcMmxft? 5. 

l£7t, ^S^JEgCT, Z 2 rfSfc Kn^/l'gT-fcSft^ (Iiibm) OkKn 
20 pA, 3-K) % C x _ 6 T/\s*M*vm (Mx.«\ ^ h=¥>\ ^p*£\ 
--fn7^;^f) (Iiibm) mgft-fS r. i: 5 0 

^mm^v^mx Mid r h $/ ^ $ * r y - 

(Advanced Organic Chemistry), 5th ed. Wiley-Interscience: New York, 1992, 
25 pp. 393-396,437-438, 3^!)^^ h7^7^- 

v 3 ;yX (Comprehensive Organic Transformations), VCH Publishers Inc. 

(1989) m\zMmh^^±^Mz.m^tz.Mmxfio ^t^t?#5 0 
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5 R14 (SENR) Tyfi*~XhkL.T&mftfc&bk LTte, ^lilK (I 

c) : 



fti:^tl5^^«^1~5^©W 1 ~ 1 2<0*'<— IN- Sr^.U R 1 ° *3J:t/X 
10 c filter" LT^^ffM LTV^T t> < > A c teg^£ilWTt>J;^T^/S;£ 

^ftSife^nTV^T'biv^m^glSSr^U R 2 c teg&£*L-twci>J: 

V^Tt iV^k**3E4:^U B c m&£XFC "mttti^ftZ b\z.W&£faX 

15 ±1B^ (i c) B c *fcfic c ^$n6 r$b^g^$tiTv^-ct>«tv^ 

-Oif^J S(Ic) ^V^TPJ^^tlfcfimSJ^^SmSSr^b^ 

^LTV^fcil^^^lTCfcS^Sr^U A^^flHftS W (I c) fc*5 

20 ftWCfc ctV^T^yS, A R 6 c -Y c - T?g£;ft,5S (5£«K Y c fi» 

M^feH:iMb:$tLTv^t>«tv^^ s, s(o), s(o) 2 * 



o 




WO 02/14513 PCT/JP01/06899 

162 

5 mikfcmm t lt», 

(1) T/^/V MX-fa ^fvK ^ntf/K -fy^PtVK 

^ yy^-/K s e c—'fJ-fK t e r t -T^/K ^^/K -f V^^^/K ^ 
^^^K ^*>7K ^T^/K ^^vK /~/K f^^'OC! _ x 0 
T^=3r/K $?*L<{±« (C, _ 6 ) T/^^^WfetbS) ; 
10 (2) ^^n7/^v ^P^nt/K S^n^fvK n^^f" 

l —4 /K 4i/?is-2-'<;vi2i}>) % rI>7tKPt7^ky 

15 fti? (0*L<fi, >fy^^) »$LTV>Tt>J:< ; Sbfc, I^p7 
/^/Wi, ^*mi~2(Dil:^(Z)M^m^^tT«b, tf^n [2. 2. 
1] tfi/^p [2. 2. 2] tf p [3. 2. 1] ^ 

^-/K fVi7n [3. 2. 2] J (0£L<tt, K»f l~2©Eift 

20 P [2. 2. l] ^T^fciT) ««^b7Km^^^tTV^T 1 b £ fc 

; 

(3) TAstr^JiV (MZ-lt, tT=/K T!J/Kallyl), 7nf/K 2-^>'7 i ^ 
/K 3 -^3H?~/^& i?©^Hf§C 2-10 C0T/V^=/K L < (C 2 

_ B ) T/i^^&WW fctiS) ; 
25 (4) ^7n7;^^ (MfLt£> 2-^p^>tp-;K 2-v^p^Mi~ 

/K 2-^7P^f-/Mf/K 2-v^ P^i?~/M^ft^|ffi^3 — 

(5) T)\;*~)V (fll&ff, ^^JK l-ynt°-7K 2-:/pt^/K 1- 
y^^/K 2 3 -^^;Vfi ^<D^« 2-10 ©7^-^ 
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&*V<M&m (C 2 _ 6 ) T/i^/v&yrtWbftS) ; 

(6) t7«^OC 5 _ a 4 

(7) i~3j@oc 6 _ ! 4 7y-;^ft§c 1 _ 6 T 

^ ^)Vfl g<D C , _ 4 7/1^/1^ § b U < , 13 Ms * TM£ 

ap^> (0tJ N 7yi, Jyg, 3 ^3Rj& if) x ^fn, v'TA 

75 A i^C 1 _ 4 7/V= 3 r/KT5 A ff7t KnlfP— /K t 0 ^ 

©St:ffc7 5/ftif) , 7*=/u-fl£R (C, _ 4 ) T/l^/K C 3 _ 7 S^p7 

tf^vvK C,_ 4 T^3=¥i/-^^#^/K f« (C 7 _ x 0 ) 77/>W 

_ 4 T/V^jvti/W^jjvftl?) N ^n^IfSfcliC! _ 4 T/^^^rv-CE 
Ifc&frl/tl^tfc il^! _ 4 T;V*;V b^7Mu^=f-;V, *?vK ^ 

_ 4 (0>k ^ b^A ^h^A h ]J h^A b V 7 }Vir 

pai^v'ftif) N C 1 _ 4 T/^V^^^v' -0-CH 2 -O-, - 

o-ch 2 -ch 2 -o-fcif) „ */i^/k c 2 _ 4 tj^j^a^ (09, r*fe 

=FyK ^nhT^yl/fcif) , C t _ 4 7/l"¥/W*/l'7fc:=7l' ($J N *#yxiVifr~ 
;K N C x _ 4 T/u^/u^/vy^ =.;v (Ms 
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telftV^L4^ $&t^L<f±l^L2||) ^5~8l«ffIIfi, 

T7&£ £ ft 5 S ft WW £> ft 5 o 

^r-C r^«»gj i: LTil, 5-81 (£f*L<te5~6ft) <Z^#^ 

f-y— 7K ^7y'-/K -fy^ry-/K -Y^^y-/K tf^y^K 1,2,3 
-t^t^7)/-;K 1,2, 4-^tv ! ry'-/K 1,3, 

;K 1, 2, 3-?-Ti?7-S~-/K 1, 2 , 4 -^T ^7/-/K 1,3, 4-^T^ 
TV*-/K 1,2,3-HJ7J/-7K l,2,4-Hr^/KTl>7^/K 

trjjs^ t-y^^ trjj5s?>\ t^v 5 ^ hyr-^v^) ftiftfsagtfbft, 

^yy^y ^^yyy, t^y^^y tr^yy^ ^f-v^, ^rf-v 5 
7t>y f/v'y, fr^T^y, t°^y-y^ N ^/^y^ N ^^e/wfty^ 

if© 5 ~ 8ft (#SL<H:5~6ft) Ofi^I*fcW^Ffi^lOWS^^#iK** 

B c £fc&c c -c^£ft5 r$p,^sft§ftTv^t>J;v^^^gu 

^jo^S^<^VS^WLTV>Tt>J:V^gmSi UO rgm$ftTV>Tt iV^ 
«StKj *3<fctfR 6 c T^ft* rflHft^ftXV^fciVMteRSSj fc*5tf5 

$3¥%wmmm) &£xf5~8^<Dmvtm<K&m (c 5 _ 8 ^or^y, 

C 5 _ 8 ^n7/^y, C 5 _ 8 ^a7/^^xy^^05~8M L 
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Wkitim ; if) ^ bStfftS 2 ~ 3 #1 L < te N 2 #1) <omm& L-T 

x-r 5: ^/-/k >r s *V[i, 2-a] t°y v>>\ 3v y ^ N >r y y >\ 

B c £fctec c -e^£tL3 rzbfcm&Zfrx^X-b^-o-Mymi fc*3tt 
^yifym^LX^Xh^m^mtLXff) r/Nn^y^j ©Mi:tT(t 

(_hfBLfcB c ^fc«C c T^$^5 r^b^gm^tlTV^T^ctV^^if^ 
J:v\gSHbJc*£j , nt&^ftTV^fcii^ff&Sj Ufa 
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gj fcl^ftgfti?) ^bl(m5lj|Ml-2itLtv^tJ:V>75yi 
y^*, fi*, ft*, 3^*3&if) ^ -h^s i/77, Tfc^S, E&SftTWC 

io Tfc<fcivr5y£ (fl| N 75 A ^c, _ 4 7/i'3vi'75A ^c, _ 4 r/v 
3^7 5 A rb7tKnt°P-;K f^v^ fc°^!J v?V, ^/i^ ]J >\ 

^/i^y>\ t°p-/K ^ ^ y /-/^ ^©5-6 i(Di^7 ? y ^ if) . y 

^~;V-i&B. (Cj „ 4 ) T/^/K C 3 _ 7 ^^n7/^;K ^*7vWfc*fc 

15 adF-io&ywfcVK ISIS (C 7 _ l 0 ) Ty)V^)Vir^r-y-1o^ifs^)V, #/w* 
zt-iiv^ t/Ci^ T;v^ivlzjv/^^jv, i?d. 4 7/^/^7 /w-^-f/i^ 
> ^ny^JS^^fid _ 4 7/^^yXgm£HTlvrt>J;^C 1 _ 
4 7^^ (0iJ> MJy^n^^/K ^ ^/K a^vuftif) , 
^fiCi _ 4 T/Wa^V-CflHftStl/TV^Tt =kV^C x _ 4 T^a^V * h 

20 =3r^ h ] J h^v\ MJ I* ^ftif) , 

4 7;^i/yv ? t^-> (flu -o-ch 2 -o-, -o-ch 2 -ch 2 -o- 

* if) s Jfart'S/K C 2 _ 4 TiW/J/v (M> T-fef/K '7°nfc , ^/^1 x 

25 feif) fc£fl»b»£;h,S*ife£ l~3i®Sr^tL^tb^tT^Tt il^^vK ^ 
^/K ^nt°/K -fy^n t°/K y^/K -f y^/K s e c -y^/K t e r 

6 ) 7/^^ftif] S:l~2iB#LT^Tfc^r5/£iW3:U\ 
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7tKnt°p^/K t°^7v?^ tr^yt^ ^yy, ^^e/i^y^ t° 
p -/K S ¥<r> 5 ~ 6 Mgl«#^*JIii^ bTkSf HiCT- 1 

ap^tV (#|, 7y*, »^ 3?3fffci?) s 'fn^ '>7A 

V^Tt ) ctV^C 1 _ 4 r^3^> (Ms ^ r*f* ^b^v-s /n*^^ 
7/^13 J 4 (0»k Tir^/K 7*Pt°t^^) , C x _ 4 T/^/^/l^- 

m^^x^x-b^m&mtLxo m^nx^xt^^m^m^i tm 

if) * iftf* # fc f±*/l'# - t tfc <D t£ Z&mf bfr&tK 

(1) 

(2) gft^HTV^tiV^T/^/W (iilt *?7K ^^/K ^ntVK >f 
V^PtVK 7?VK 'fV^N s e c-^/K t e r t — T^/K ^^f" 
-fy^^K ^^^^K ^V/K ^^tvK Hr-^f-fK y^'K 7* 
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ifbtiS) ; 

(3) W&ZflX\^X%>$L\^i/9vLTA'*A' mx.U s V^n7°PtVK p 
:/fvK v^p^^/K v^P^rvvK ^n^f/^ifcCj _ 7 

(4) gm^tlTV^TtiV^T^^ Ty/Kallyl), *p^/K 

« (c 2 _ 6 ) T/v^^ft^w&ftS) ; 

(5) B^$HTV^T<b<fcV^>y pT/I^-A' (fl&Rff* 2-^P^yr-/K 
2— -y^P^^-fe^/K 2 — p^i/f^ /MfvK 2 — v-^ p— ^i?^ /M 
^v>& £f&*ft 3 ~ 7 (Di/P p TK>>r-tvlz m^mfh^) ; 

(6) ^$HTV^t«t^5~6M^^^#^S 7x^, t° 

^*/l/aJ?=/K p^>-^>-*/^-/K ^ P^rf->"#/MwK v'^p 
^n^/K 2—i/9 P^-fei/^^/K ^^yV/K 

(2) gm^tLTV^TtiV^T/^/K (3) tt&^faTV^TfciV^nT/l' 

3vk (4) g^$nrv>-ct«tv^r/w^/K (5) m^nx^xhx^y 

# p TVV^/K *3<fctf (6) g&^tlTV^TfcJ^S^e^^^W^ 

, ^I>n, v'TA zkS^ gm£ftTVvrt> iV^^-z^S (#U 
#-/K Cj _ 4 T/^^^if) > gm$tiTV>T%J:V>T5;y£ (flU T 
^ A ^/C!_ 4 7^A/T%J^ *JC X _ 4 TVl'dfTl'T 5 A Thvt Kp 
t°p— /K tXy^y, t'^!)^ ^/^y^, fW*!)y t°n-;W 
5 }£(0 5 ~ 6 ftO«^r 5 7 ft if) , ^*7vWb3; fcteT ^ KflS § 
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n^yJgfffcliC, _ 4 T/v^^f^ft-CVv-Cfc _ 4 T/^^r 

v' (M> * ^h^-> N h!J7;^o^ h^ri^ f]j7;^pxh^ 

5 , jM^/V, C 2 _ 4 TiVjjSJjV (Ms TW/K ynt^/^i^) s 

d _ 4 T/^/^/i'tf^/i' (Ms *$v?>)Vib~ /K ai^^/v^^yn&if) \ 
Cj _ 4 T/^/^/^^-r^/v (Mx tzv^flsyj^^ x^y^^7^^ 

* if) & ra^if emswfci: ttft^ i ~ 3 mtm* u\ 

15 htiZtiK &W£Mt LT N 

(1) zK*. 

(2) gm$tiWTt> J;V^T/^/l- (MxJ2\ ^^/K ^5VK tVK >f 
y7nt°;K :/^/K ^ 77f ;K s e c-'ff-JK ter t -T^vK ^y^- 
/K -fy^vV^/K ^^^f-zK ^vvK 'V/fvK Jr?*f-?K /-/K x 

20 i/z^^OCj _ ! o T/l^K #£L<tef&i& (C x _ 6 ) T/^/^^W 

(3) WM^fcX\^Xh &\^y?xiT^jv (M£«\ ^n7nh°/K n 

nT/^v&WW fettS) ; 
25 (4) WM^fcX^Xh^TjVr~/V (ix.fi TU/WallylK ^n^/K 

2 -^yf^, 3 — ^iwvft if$JNR 2-10 ®T/v£-=vk L < 

(C 2 _ 6 ) T^-^ftWWbfrS) ; 
(5) ©&£*iTVvrfc ±V^b7;^ (M^«\ 2 -^n^yr^K 
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fvvfc t£BMW. 3-7 ois? p TAstr-Aste Z&mfbinZ) ; 
(6) «&$;ft/CVvr i b«fcvvr!J--/i' 7x=/k 1-7*5- friz 2) ft if 

x _ 6 ) T/l^= TU^t^rv'*/^^ ^ h^v 7 ^/^ 

-T7 tV&~/Vl£2) ft W^ffeft, ±IHLfc (2) g&SHWCk 

iV^T^/K (3) ®&£frTl^Tt £l^^P7Vl^/K (4) 
V^^ctV^/^^/K (5) Sm$ttTV^Tt>J;V^v'i?PT^^/K *3.fctf 
(6) ffm^tLTV^^J:V^Ty-/^%LTV^T^i:V^^i:LT^ ^p 

cm, 7^i, s^m^ti s ^bp, ^ta m 

£tiX\^Xh X^^^r-J^ (M> f-tf^/K C x _ 4 TVl'^vi'^-ft £0 , ft 

&£«vcinrfc iv^r^ys (Ms tsa *;c 1 _ 4 7^75;, v?c 
! _ 4 7;wW5;, rf7t KntfP — /K t^y^y^ tf^y ^/v 

ftif) , ^^/Wf^fcfiT? K-fb$ttTV^Tfc«tV^/V7i?drv'/^ (Ms 
^>v-/K C a _ 4 T/v^v-^/w^-zK */w^>f/K ^/C x _ 4 7/i^ 
/i/yfr/w^e^/K v^Ci _ 4 T/^i^/w^^ft^) % ^P^^ig-f^/tf* 
C x _ 4 T/U=i^i/-efi^$tLTV>T 1 b«tV'»C 1 _ 4 TVl^/l" (Ms YV7^ir 
vJf-JK t=7-/K ^fvuftif) s ^P^VM^^TcfiC! _ 4 T/Vn^^-Ci 
&£ftTVvCt>«fcV , >C 1 _ 4 (Ms * h=3rv\ ih^ hvy^ 

py h=3rV, MJ7/wtox h^ftif) , tf^/K C 2 _ 4 7fr%J>(A> 
(M, T-trfvK ^ntf^/VJ&if) . C x _ 4 T/^/i^/t^-^ (Ms ^ 
^/VTft^/K ^^/l^—A-fti?) > Cj _ 4 T)V^r)V7,)V7A (Ms 

(1) zkltS; 
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(2) m^nx^xt £i>r^ygj (±mLtcB c -£tcnc c x7F£ti% 
r§ b\z.WM£nx^x*> ^^ynym fc&tfz^n^mft^Lx^xh 

x^m&mtLxo rm&znx^xhk^T^ym tmm^ho^ti 

5 B c £/cteC c T^$tl& ["£ b^S^^tlTV^TtjiV^Vif^J ^3otf 

|^-^fcteM^oT^VN-ftlOfig^g^LTV^Tt<fcV\ £fc N B c ^/tte 

10 T\ W (C x _ 6 ) T/^l/V (#!k r!M^>^ 7f7^f^ 

&£f) s « (C t _ 6 ) T^l/>^v- ($k -CH 2 -0-CH 2 - 

0-CH 2 -CH 2 -ft if) , mm (C x _ 6 ) 7MVymV -O 
-CH 2 -O-, -0-CH 2 -CH 2 -O-fti?) \ M (C 2 _ 6 ) 

= -CH 2 -CH = CH- -CH 2 -CH 2 -CH = CH- -C 

15 H 2 -CH=CH-CH 2 -ftif) % i&B. (C 4 _ 6 ) TVl^v^-l^ ($k 
-CH = CH-CH=CH-^a t£t*%l&j8,LX^Xh «fcV\ 

S^£ftTV^J;V*SSi£ N =fnS, ^p^JBK^ g^£ftW 

20 Tt>j^T^/£, s r 6 c -y c - xmznzm Y c ^mE^ 

fcte»£ftwct> £v^JtJj^£, r 6 c {igm^ftTi^ £v\s*Ht;7k§ft 
»fctegm^^-cv^^J;v^«^S^-t) ^Wib<, gi^ftw 

Ttiv^bTKms, mm^tix^xhxv^mmm, ao^^ gm^ft 

WC^^T^S, 5£ R 6 c -Y c - ~«$ft££ OW, Y c M*jfl 
25 ^fc(i^b$tLTV^T^J:V^^T-^ R 6 c f±g&£ftTVvtt>J;V\K{b 

Wj\ (C x _ 4 ) r/K*7K ^n^rV^^if^^LV\ 

B c *fc(ic c -e^$tiS r$b&-ffi&$ftTvv-t%J;v^^i?^mj ttt 
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±!B5£ (i c) ^ r 1 \ r 2 c ioj;tJ«R 3 c -c^Sft* rft^^tLTv^T 

(1) T/V-^r^ (&W~£, /»^/K ^ntVK -fy^n^K 

5 ^fyy^/K s e c-^/K t e r t -ZfJsK ^VfvK 4 ^^^K % 

yf^y^/K ^V/K ^fvK ^^7K f^WC! _ x 0 

(2) ^o7;^ (0tf£.ff x ^nynhVK 1/9 w??-^ isfu^y^ 

y?>-l-4sK 4l/#l/-2-4;Vtii}£) s 7f7tKnt7^y (M, 
rh7t Kn^7^1/^-5-^/K 7" h^t 9 W— 6 -4 

fti? (#£L<fi, 4ls?>t£l>) *M&LX^Xi>&< ; 

^li 1 ~ 2 ©Ei^Olf i^^T'LTlgl hT^P. [2. 2. 
15 1] ^T^/K t'^q [2. 2. 2] ^-y^/K tfi/yn [3. 2. 1] ^y 

^/K t'-^P [3. 2. 2] /^/vftif (fr£L<Wu ^*fcl~2(Z)E« 

n [2. 2. l]^:/^ftif) <D^M^fk7K*aS^^bTV^T^J: 

20 (3) TA^/V tT=/K TUMallylK ^of/K 2-^7^ 

/K 3-^t=.;^^(DM2~l OW7^=/K £f*l><H:4£S& (C 2 
. _ 6 ) r/^y-^/^ifWff ; 

(4) i/^n7/^-/V lx.if, 2-^P^t^ 

25 8«v/y nT/^^J&if^ff ; 

(5) T/^-/^ (fllxJ^ ^f"-/K I-?** t°~/K 2-7°nt 0 -/K 1- 
T^/K 3-^v-^/P^if^*^[2~l 0©7^=^ 
#£U<tt<£& (C 2 _ 6 ) r/V*=^fc£3W£>*iS) ; 

(6) rU-^ (0>Rf& 7a=^ t7Wj!if©C 8 _ x 4 7 U -/K 0* 
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L<f3C 6 _ 1 o TVsK ^I^IK^i^Wb^S) ; 
(7) 77/^ l~3^cDC 6 _ 1 4 TUw^tSC! _ 6 T 

0 * L < fl, 7I-/V-C! _ 4 T)V*r)V (fij, -<^^;K 7 x.^/V 

5 (8) 5S; -r "-G c -(CH 2 ) n -J c 

Kt, X°"*f±C 1 _ 4 T/^uym^fcnc 2 _ 4 7;^^vyl^L, 
G c «^#, -0- s -S-, -CO-NH-*fc{i-NH-CO-^L N nfiO~3(Dlt^U 

(9) ^ -X°""-L c -(CH 2 ) n -M c 
10 [5S#, X°""Bj|££3s C x _ 4 L c ll, (a)$r£^ (b) 

g&£^WTt>£V^». (c)-O-. (d)-S-, (e)-CO-NH-*fct±(f)-MHX)- 
nteO~3<7)S£^U M c liT^yS N fT-VS^ ^77^ 

ft£i&«$tf bftS^ S&g£^LTV>T%.fcV^5~6M<E>3§ : ##3 1 

y-/K ^y^-ry-zK -t^v-zk 

-/K 1,2, 1,3, 4-t^tv ! 7y^/K 1,2,3- 

^Ti?T y*-;K 1,2,4 —^f'TV'T y-/K 1,3,4 -f7^7 /K 1 , 
2 , 3 - r U 7 y-/K 1 , 2 , 4 - by TV*~-/K "rhy y**-/K t° !> vV, 
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y^i^ try tr^s^ MJTi»3feif^rfe)^« 0 

(Ms 7y|, ms H^fSfft^) s =fn, v'TA TkltSs gm^^ 

5 -CV^Tt iV^^-— (Ms C, _ 4 T/^^r^^-^if) , 

tLTV^Tt ctV^T^/S (Ms 75 A *;C 1 _ 4 v>C x _ 

4 T A-^/i^T 5: y s *r Yy t Kd t°n— /K fc^yv^s txi]^ ^vwfry 

10 (C t _ 4 ) T/V^/K C 3 _ 7 ^nr/^;K ^7/Hl:4ftfi7 5 Kfls£ 

faWT&iv^/i^^vyi'S (Ms ^/wtf^vvK C, _ 4 7^n^xV-;{7/u 
tJwK &. (C 7 _ ! o ) 77/v^t=3r^-*/V/f^;K rfr/W^t-OK ^E- 
;C t _ 4 T/^/VA/W-^t-Y/K i^Cj _ 4 7 JV^rtVh As/^^iVtl if) s 
n^ylgT-^fcflC! _ 4 r^a^^TfRiftStlTV^-CtiV^C! _ 4 TAsSrAs 

15 (M. MJ7/^n^f/K yf-/K ^/VteV) s n ^VjfH^ 13 C x _ 

4 7/I^3^T*g&£;faTVvrkJ^C 1 _ 4 T (Ms / h^v^ ^Y 
*i/s b!J7^tn^h^A h V 7;i/tnx h^^if) , C 1 _ 4 7/i^t-' 
^v^^ (Ms -0-CH 2 -0- N -0-CH 2 -CH 2 -0~&£f) % * 
/i^/K C 2 _ 4 T;vij/y(fV WU T±f-/K 7 9 nV*~si'te£) , C 1 _ 4 

20 T/l^/l^/M^-^ (Ms a:^ , d . 

g^r^tlTV^Tt) ^V^/l^r^^S (M> X;I/7t^>'K ^/C, _ 4 T 

v>Tt j^ry-^Ss mmzfox^x^^mmmmtz^mfbti, mm& 

25 OfcLTtts l~3fi«U\ 

fJili, /m^> (M> 7y|, «k a**fcif) s xfn N v'TVs 

^Vs tK^Ss lafe^tLTV^fciv^^— (Ms t^-/K c x _ 4 T 
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Tfis*c)V7 X J N v>C ! _ 4 T/U^r/^T ^ / N T h J t Kn t° d -/K v> 
y N tr^U^y, ^-^-/Hfc 9 1^ t D n-/K -f /K 2-^- 

5 if) , :7rc=/l/H£& (Cj _ 4 ) T/i^K C 3 _ 7 ^^d7;^/K 

/WfcTtSfcttTS K-fbSftTVvtfc «tV^*/U2i?drv'/vS (f^ #/V-#>vvK C x 
_ 4 T/^^ d rv / -^/^=/K (C 7 _ 1 0 ) 77A4^*V-*/m?= 

10 J;V>C 1 _ 4 T;^^ (#k hU^/^ny^/K *?vK ^fvvfcif) * 'M=» 
^VH^fcflC! _ 4 T/l'=*S'^R*$ftTVvCfc«fcV*C 1 _ 4 T/^3-> 

if) , C t _ 4 T/^l/^v'^v' ($k -0-CH 2 -O-, -0-CH 2 - 
CH 2 -O-tlH) s tf/l^K C 2 _ 4 T/W/JJI' T-fe^K-^ntf 
15 tf^A/ftif) > C x _ 4 T/^/^/V/K^ (0J N tf^X/lsfc^/K 

/M^/w£if) N C] _ 4 T/vap-/^/>7-f ^^/KTV — /K ^ 

^yC, _ 4 7^^/V7 7 : t'f/K 5?Cj _ 4 TjV3?A'XA'7t 

20 iftifW^, WO&O&khXK, l~3fl§flW*LV\, 

©ttiiLT© ^$^1/0^^7^-/^ less ft 5 rry-zi^j 
i Lxa, MX-fo y^/K i-y^-/^^(Dc 6 _ l 4 ry-/K #?i£l<h 

25 if rry-/nsj ^LTv^tiv^ffifeSiur^ m^a, wf-y m. 
xt^^r^/m («, 7>y^/c 1 _ 4 tv^a-t s: y , ^c, _ 4 r/v 

3v^T^A ff7kFnt°n-;K fc^7v?^ fc°^yv?>\ 
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^;V-&. (Cj _ 4 ) 7/l^/K C 3 _ 7 v^^pW/K ^^X/Wb^fc 
te7^ Kffc£tiWT^£v>;ivwi^v^S (M> tf/M^v'/K C x _ 4 7^ 
n^^-^/l/^x/K (C 7 _ x 0 ) 77/^W^-*;H^/K 

/■^e^T/K */C x _ 4 T/U^/^/W^^^'/K ^Cj _ 4 T/^^r/^/W^-f 
/vfci?) s /^n^>mT-*fc{ic a _ 4 7/i^^T«&£ftTVvr^J^c 1 

t/cftC! _ 4 7A^^VT"gm£riWTt>J^C 1 _ 4 T^a^V (Ms * 
^b=3fv\ M)7/^n^ h=3f^ V ]) 7 /Vir n^Y Crista }£) s C 1 

_ 4 r/^uy^^y (Ms -o-ch 2 -o-, -o-ch 2 -ch 2 -o 

-ft if) , Jfc/i/^K C 2 _ 4 T/Vjj;s(;V (Ms T-fefvK 7°Pt"t^ 
<!f) „ Cj.4 T/^^r/^^/^^— (Ms ^V^/l^^/K ^V^/^^/t- 
tli£) s C x _ 4 T/^/^^7-f =/v (Ms *&yx;i''7>(~/K ^$y^^ 
7 4 =-}\stl¥) , SlfeSjXTV^TtiV^/U^T^/l'S (Ms 
^/Cj _ 4 7/l'W/>7 7*'f/K ^Cl_ 4 r/^/V^/V77 : t^/^ 

if) s 5~6m%^mmm£Mmm m^uyyy, ^7iy, t°n-/w 
^•p-y-zK y^uv-zK f/y^/K -fy^7y*-/K i'^^k 

t°y y-/K 1,2,3 -tW^7y^/K 1,2,4 f-v>7 1 , 

3, 4- ^1^7 /-/K 1,2,3-^7^7/^ 1,2,4-^7^7/ 
-/K l,3,4-f7^7y-/K 1, 2, 3- bVT^—JK 1,2,4-MJT 

fb7^K t°yv^s t'D^ t°y^-^y, t^v 5 ^ by 7 

(Dgil£i:LT» rg^^tLTV^Tt> iV^it«S*J i:Ltii, Mx:«> ±fBU 

±1B5£ (I c) R 2 c -c^stis rg^§tLTV>Tt £^7^/£j icjo 
itS T7^7*J (7)gmSiUTf^ Mx.«\ ^tL^tLg^^tLTV^t<tV^ 

{b7R*Ss m«£s 7v'/«twuv\ m T7^ySj tfW&istix^ 
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I^r 2 c rBjftstLTv^-cbiv^r^ySj ©lilt it©gft 

(1) TjV%)V ^fvK ^Ptf/K yyntT/K 

5 >f y^f;K s e c-^/K t e r t 'O'^vK y^yf ;K ^ 

^y^/K ^V/K ^t/^vK ;t^fvK /K fV/v/i^C! _ ! o 
T/Mvk £f£L<teftt (c 1 _ 6 ) r/^^fc#wrf&ft£) ; 

(2) ^n7/^ ($JxJ^ n^n hVK ^p^/K i/^ n^<^=f- 
;K V^p^^/K ^o^f/^ifOC 3 _ 8 ^ p T/^/Vft ^^&f 

/v^/vtt, ^icl~2(DE0^JlT-m^7>bT^1i.L, fcTi/^n [2. 2, 
15 1] ^y^f/K yfi/fv [2. 2. 2] ;*-^^7K t^>^7 n [3. 2. 1] ^ 

tTV^n [3. 2. 2] /^fci? (0*L<te, 1 ~ 2 ©ifiSHfc 

p [2. 2. l]-V7^vWj^) ©3H«at^t**aJSSr^LTV^Tf)J: 
; ■ 

20 (3) TAstr^/V (MtH tr=/K TPMallylK ^n^/K 2 — ;yf^ 

/K 3 -^yHwvft if (DB&m 2 ~ i o (DTflsfr-^ L < JifM (c 2 
_ 6 ) T/u^/vft^iWtf&ftS) ; 

(4) ^nr/^^v 2-v^P^-r=/K 2 -v-^ o^p-fen 

25 8(D^^PT7^^/^^^f^^6) ; 

(5) 77^^/^ ^~/K l-Zn^/K 2 -:/p fc°=/K 1 - 
y^=/K 2 -^>f-^7K 3 v'-zUft iTO^gpflfc 2-10 

(C 2 _ 6 ) T/i^~^ft^W£>*i3) ; 

(6) 7U-/V (0iRi^ 7is/K t7f/^^C 6 _ ! 4 
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(7) T 7/1"* (Mx.fl 1~3|@<7)C 6 _ x 4 T J? — />Sr#tS C ! _ 6 T 
;HtLTfi, Will (1) ***fctt£fcfbic*£ (±|ELfcR 2 c T^£*l 

a *\ ^/^^s^fcfi^^^s^^L/tt^, (2) mmm&.{±- 
mmmkmmvmtet') $k ^/^=-^m^tcn^/^^/um\-^Ltc-h^, 

_L1B:& (I c) <K R 1 c iLm TkMM^flBm^tbTV^TtiV^C 

±1B5£ (ic) ^ r 2c ^§ii5 rgm§tLTv>rt iv^Tk^Sj 

Ltft 5£ -X°'"-G c -(CH 2 ) n -J c [jfcck X C " > {±C 1 _ 4 T/^l^g^fcfSC 
2 _ 4 TA-^-U^S&^U G c t±i^^ -0- N -S-, -C0-NH-tfc«-NH-C0- 
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T^SftSgSfctta; -P""-L c -(CH 2 ) n -M c x°""«lt^ C, _ 4 

7/^vyM/PU (a)*££3s (bVgm^WTt^v^SSK, 
(c)-O-, (d)-S-, (e)-C0-NH-*fet4(f)-NH-C0-^U nf*0~ 3 ©Sgtfc&^U 

~ 6 M«»^«^m*»ft lv\ 
±1E5£ (i c) «k r 3 c T?^$*i3 rg^$^LTv^T^i:v^7K*£j t 
io fcr±, iffift$ti-cv^t>J:^c a _ 6 r/u^/^s0*t<, fttf^k, ^ - 
(cH 2 ) p -r dot, p«i~6«m^t, T^tm^nx^xt^^mwi 

t^V^/^T^^S (0!U tyCj _ 4 7/^/^/V7 7 

20 Sfc, _hfB5£ (I c) R 1 c *3j;0X c ^|*^tT^«r?FM-r6m^^^ 



25 DOT, D c m^fn<D3~8M^amm*SS:*-r-] ^£ft5t>©jW;£L 
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m (£?l£L<telftl>L2®) £l^L4{@ (03= L< 1 &V>L 2l@) ^A, 



■ mm) teFftmfbfr% 0 

£b&-> (ic) ^ R lc ttA c Tv^$ti^ rg&jfcftT^-tkJ^ 

0£L<> ^R^3~8M^g*it0^ -f&t^ 5£: 



Ktf, a c ' tewWk£tix^xi> £^mmm*%7*u F c Mfp©3~8 
20 xmistizhmmizL^ 

mm*i ^vx^xh^mmmti-xn, m-imir%A c x^ti% m 

25 r3~8M^S*»^J tLXlX iill ^5Wf£2#^ 



t°n y ^ ^y y v 5 ^ ^ *v y t°7 y y v 5 ^ y y >\ 
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y*y>^ ^^vyy, tr^yy^ tr^y^ t^t^r^y, tr^ 

5 ^ffbtL5 0 

mmztix^xh^mkfcmmi ^Lx^x^^m^tmm^mt^ 

io tfhti% 0 

j i: lth, r]i:^5>(Dj^T-w i ~ i 2 -efcs 2<fi©£j TfctuWft 

(1) -(CH 2 ) tl - (tlttl-~l 2 0«E», ff*t<T±l~8-©fijR, $ 
15 L<-ttl~6 0>SSk WtL<ttl~4(Dit» 0 ) , 

(2) -(CH 2 ) ul -X cl -(CH 2 ) u2 - (ul*3J:tAi2fi|^-*y t cfiM^oTO~l IO 
»c£^1- 0 fab, uliu2i<7)fP^O~l It'fcSo X cl f^NH, 0, S, SOlcfcft 
so 2 Sr^i-) N 

(3) -(CH 2 ) vl -X 0l -(CH 2 ) v2 -X c2 -(CH 2 ) v3 - (vl, v2*3 «fctfv3f*|f3-3; fcf± 
20 i^oT0~10Olt^f 0 (B.U vl, v2*3«fc-a ? v3O^J«0~l 0T*fcS o 

X^JSitW^tt-til^e^LNH, 0, S, S04fc[iS0 2 ^1- o {fit, v2;&S 0 © £: £\ 
X 1 *5±tWP-©^3& < 1 1>— £ b < «NH^r^i- 0 ) ft 2 <fffi<D» 

J;t>-^(D^^^|n^«m$tifc2ffi(DS^W^ f ffe^ HfcWfcfi, 

09£t& -0-(CH 2 ) ff3 - (w3fSO~l 1©«E») N -(CH 2 ) v3 -0- (w3te0~l 1 OM 
25 , -S-(CH 2 )„ 3 - (w3fi0~l l©it) N -(CH 2 ) w3 -S- (w3fl0~l 1 ©S 

ft) ^ -NH-(CH 2 ) w3 - (w3{i0~l , -(CH 2 ) w3 -NH- (w3{^0~l 1©I 

ft) ^ ~(CH 2 ) w4 - (w4f±l~l 2<DW%0 > -CH=CH- -C = C-, -C 
O-NH- -SO z -NH-^if<D2i5CDS^if^^fbtLS 0 
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^^«L<, ftfrXh, C, _ 4 T/^L-^ N C 2 _ 4 T/^^^^^if 

^y7*fyK s e c-y^-/K t e r t — /fvK ^^fvK y^V^/K ^ 
15 . ^V^/K ^V/Kcif) „ ffik (C 3 _ 7 ) i/^nr^ (M> ^^ny° 
Pt°/K ^n/f/K ^^P^yf/K v-yn^^v'/K v-^o^f/^ 
, rfvi^/K {« (C 2 _ 7 ) T;v%/4;v Tir^/K i/nt^rvK 

mi$tix^x*>&^T*s;vmi tmmftmftn) ^f>im5iiMi~2i 
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fi, T hy t Knfc°n— /K t 1 ^^^ W!]^ ^-^^Evi/Tfr 

C^, T/v*fr (01 MJ 7/^ny^vK ^^/K s 

2 _ 4 TA'X/JA' (M^ T-fe^/K ^nft^a N C x _ 4 T/l^/l^ 

(1) gm$^TV>Tt J^T/t^/V (ix.tf, ^?vK ^ntVK 4 
y^PtVK :/5vK -fy^f/K s e c-y^f-JK t e r t —r/fvK 

/K -fy^^/K ^-^^vK ^vvK ^7 0= f'/K Xf^/K / =■ /K 7 s 

rf&fta) ; 

(2) B&SftWTfciV^nT/i'^/i' (0ijx:tf, ^n/ntVK 

^S^i^U (#k ^^>-l-^f/K jy?y-2-4^j:l?) > 

pfy^uy-e-^W j&if m^L<n, j^yftO) ^^UTv^ 

t^iU tfv^n [2. 2. 1] ^y^/K tV^n [2. 2. 2] Xf^/K 
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tfv^n [3. 2. 1] JrtJsK \f*sfn [3. 2. 2] /-/Vfti* (0* L 

$e>^*L<f±s trv^a [2. 2. i] ^r^/visi^) <D^mm£Mfc&m 

(3) Ii$^T^tfcj:V^7/^^ (Mill TUyKallyl), ^nf;K 

2 -^^x^/K 3 -^iwV'ft ifg&SjR 2 ~ 1 0 <DT/l"fr~/K &t. L < t± 
f« (C a _ 6 ) T/v-^^ftif^f kit 5) ; 

(4) iftStLT^TfeiV^nT;^^ (0»J*.ffs 2-^^n^^x^/K 
2 — n^vdf-fe=/K 2-;/^p^yr^/^f/K 2 — ^ P^f*fe=/M 

(5) »&£ft-ClvCk ±1^7/^^ (Mx.fi, 7x^-C t _ 4 T/^/l^ 

(#k ^y^/K 7*^**? friz}*) ftWWbftS) ; 

(7) «^^TV>Tt«kV^ry-/V ($JxJ2\ 7s^.t7f^iW ; 

(8) gm$nxv>T^J:V^»SS fflx.ll 77^ ft7xy, t°n-/K 
>f^^y*— f7/-/K ^^f-y-zK ^ -Y V 
^rf-y-zK bTJJ^y, t°U^v?^ tfy^v 5 ^ h 

y 7/^^©tM^, «^^J;u«*JB^^atf^ i ~ 2%(D^ 
. *r n JT^ 1 ~ 4 m 5 5-6 ft ©##«i«*SW> tK*^ 1 ft «V ^ 

^§n*3£, Th7tKP77y, 7f7tfW7xy, *J?'* s 7l/ > * 

*y-?-*7 >\ t°n y v 5 ^, t'p y ^5: yv y -y ^ yy y ^ s t°7 y 
y^ N t°^yy^ t^y^y tr^s^ t^tv?^, ^-y-^r^v, 
f7i/y, fr^Tv'y ^e/i^y^ ^a-*/^ y ^ t°y>\ rf7t kp 

^ i ~4lS£^rf-5 5 -eM^Tf^mm^bTk*^ l^Srl^V^-C^ 
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±BLfc (1) g^£*lTV^Tt>£VVT4'3VK (2) fi^r$tlTV^T% J; 
^^n7;^;K (3) g^^nxv^T^ <£ ^T/^^/K (4) ©J^StiT^ 
TfeiV^v-^nT/^^/K (5) «*&£;JxTl^T& J^Ty/^/K (6) g 
.&£ftTV>Tt>«UVri/7K (7) gm^tLTV^T^ J;V^TU-/K *3<fctf 
5 (8) gm$tbTV^^J;V«SS^WL.TV^% iV^gmS^LT^ 

(Ms 7y|, H* N 3<7*ftif) , ^n^VJg^fc«C 1 _ 4 T 

4 7/1-3 df-i/^gl&^T^TfcJ^C^ _ 4 7 Wa^S/ (#11, y h^v^ 

yp^V^R^ b!J7;^o^b^ MJ7^oxb^ 
10 if) , Cj _ 4 7/l^I^v J ;t^v' (Ms -0-CH 2 -O-, -0~CH 2 - 

CH 2 -0-&if) , C 2 _ 4 7/i^y^/V (Ms 7-fcyvK 7nh° 

^—/I'ftif) s C x _ 4 T/^/i^/l^wP- (Ms y ^^^-/K 
/l^rv^ftif) v y^JV-&L (C t _ 4 ) T/^/K C 3 _ 7 ^p7M 
,K >>T7s =hn; ;«Ss M&ZtiX^Xh «tv^^- ^£ (Ms ^-/K 

15 C x _ 4 T/^/^W^if) > S&$;h/ri , '"Ck«fcV>T5y3£ (Ms * 

/ C ! _ 4 7/^/^7 v>C 1 _ 4 T^AsT r^tKn fcf n— /K 

tf^7^^ tvy^ */vtJnJj^ n ^-^/I'/fty^ fo-/K ^ ^v— 

if (D 5 ~ 6 M»»T 5 y ft if) „ #/l^>v7l^s « (c x _ 4 ) 7/1/ 
r^v'-^/M^/K « (C 7 _ , 0 ) 77^>^^-*/>#=/l', ^ 
20 ^e-Y/K *;c, _ 4 T/^/^/W^-f/K 7/^/^/W-^^ 
/l' (#*L<f±, ^n^v, ^uSf^ik£tiX\^Th^^m®. (C x _ 4 ) 7/^ 
dp/K / a n >•{ b $ V ^ T t> J; V ^{£0 (C, _ 4 ) T/V^^v', 
a (C, _ 4 ) 7/^/K C 3 _ T v-^nT/^/K v'TA TkgtK&if) ftif 

25 A c T^£tL3 Tg^^tLTV^Tt iV^T^ y^J irLTfis £ "9 Ws WM 

■&foX\^Xh^T;V*rjV mmS.. Wfv (Ms 7-71, »s ^:*s a'? 
Hftif) s ^h*s VTA «Ss l»$nTV>Tt)J;V^^-;uS (Ms *f- 
Jr->K C ] _ 4 r if) , g&£;ft/rvvrt> iv^r^yS (Ms T 

5 y s ^y c ! _ 4 t/^/vt ^ y x i?c x _ 4 t^ivt xs^ fh7tKo 
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t°n— /K ^7^V> -^/i^y^ ^-^/P^y^, t°n— /K 

^ if <£> 5 ~ 6 M^SitKT 5: y ft if) % x7r;KK fcteT 5 Kffc $ 

^/K (C 7 _ ! o ) T7/>W ;3 rv'-*/^=/K #/W^e^/K ^y 
5 C t . 4 T/V^r/l^W^^/K _ 4 T/l^/Kft/W^-f/Uft if) „ An 

^'^T-S/cJiC^ _ 4 T/l^=i^r^T'E^^tlTV^T^ iV^C! _ 4 TVl^/V 
(M> h JJ p y fvK y ^f-jvlz if) , A P ^Vjfsi^ fcfiCi _ 

4 T/Pr^^Tg^tlWTt _ 4 TV^^V (Ms ^ h^S^ 

3=-v\ MJ7/^o^ h^rV, h JJ 7/^px hdrv'&if) „ C x _ 4 T/^l/ 
10 ymv' (Ms -0-CH 2 -O-, -0-CH 2 -CH 2 -O-ftif) „ 7 

fgJK (Cj _ 4 ) T/t^/K C 3 _ 7 v^^PTM/K C 2 
_ 4 TflsU/Jfr (Ms T^JK yuyfOr^AsttX) , C a _ 4 X/^^/v 
■rfwl/ (Ms y^*/MwK ^^/VrfwUfeif) > Cj _ 4 T/V3vu* 
>V7 4~)V (Ms *#l/XA'y<i~A'* ^$>K;V7j=-;l<t£. if) ft£fj&>P>3Bfi£ 

y^ntVK "/f-ZK -fy^/K s e c-^/K t e r t -7^/V s 

/i^ ^ y-<y^-/K ^^^>"^vK ^^-^/K ^-y^/K ^^/K T 

tV^if^C! _ 1 o TV^/K &£L<te« (Cj _ 6 ) T/^/^if] £ 

20 ±iB5*;*\ A c -?^£ti5 rg^^HTv^tiv^g^m^Sj <^ 

mmw^mfr b mittit.^ n jec? 1 &v ^ l 3 m (0* l < t± 1 & v * l 2 a) & 

Sft^ltifits ^&^V^««fP(7)#|H^«^^»m (jj|jK«*SS) # ; 
25 *3 «£ tf^ft bo¥«^baW!^5 l^-^fcfiSfcofc 2 ~ 3 ficD^IH^ LfeS 
^bTkmm^lli^V^TffM^^a^W^f btLS D *7ts A c "^£ 

0* U\ 
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— 7K 1,2, 4-^-^rf-v ? Ty^/K 1,3, 4-t^t^7^/K 1, 2, 3- 
5 fr^ry'^/K l,2,4-f7^7y^K 1, 3, 4-f7v ! 7y'-/K 1, 

2,3-fyry-/K 1, 2, 4- mjt^-/k ff7^K t^v'y t° 

nm^Mmm tLxit, t°py-^ t°ny>\ -r^vy^ >r 
5^/y>\ t^y^v 5 ^ tf^/y^ w^^y, f7^ 

10 ^ N f7v^7i^y t^yv'v, ^uy, ^j-^/i^y^ f^v 5 ^ 7 

20 mi bLxiX 5~6H©^g*«*ai3£as0*L<, ^fn©5~6M<D^g* 
£L<te, lfgoS^^^W-t-SMpcos-eM^SMm^S) 

iilS^ 5t : 

R lc 

R , 

25 — N-X°-A c 
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T ^ , 
— N-X— N 




7/^wyi^u r 4 ° *3cfctJ«R 5 c ^n^iiTkmw^^t^m^^x 

V^-t^)j:V^C 1 _ 8 T/K^Sfc^U R 4 c tR 5 c te^LT^B^LT 



d j;u«e c ^«tLm»© 3-8 xmznz 
±12:^ r 4 0 *5J:t>'r 5 c -e^^^s rg^^tLTv^T^iv^c, _ 6 t 

/l^/Vgj i ITIi, />n^r> 7y$, 

if) , -hn, v/TA *HS> K&£ft-CWCt> J;v^^— M, 

c x _ 4 r^/i^-ft if) , g^^nxv^Tt iv^^/S (09, r^y. 

^yC; _ 4 T/v^jvt S; y , v>C x _ 4 T/v*/VT \ y N rf7tKnt°n- 
/K txy^y, fcxyyy, ^/U/^y^ ^•^;^y^ s t°n— /K 
-/-/Vti }£<D 5 ~ 6 M^S^T ^ y ^ if) % ^^x/Wk^fe«T ^ 

i&M (c 7 _ ! 0 ) 77^^t^y-*^^^/K #/w«*>f/i\ ^yc^ 

^tttC! _ 4 T/l^^T'El^fruT^-C^J^C! _ 4 T^dr/U- (M> b 



— N 




NH 
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f (M> -0-CH 2 -O-. -0-CH 2 -CH 2 -O-fcif) s 
&k (C 1 _ 4 ) T/t^/K C 3 _ 7 v'^PT/^K tfvl^/K C 2 _ 4 T/^ 
5 (I, Tir^/K /oft^/iif) , C,_ 4 T/U^x/U/J^/U 

tVK y*^vK 'fy^f'/K s e c-y^vK t e r t -:/fvK ^^vK -f 
io y^^vK ^^v^-zk ^^/V35eif©(£iR (c, _ 6 ) Tjv^jW^t^ 

±fS5^ R 4 c £: R 5 c ^LTl^ML^ WSffSS*®-? 
^7 5/1 (Milt Tf7tKPt°o-/K t^?^^ txi)^ ^-/^ 

/363&if ;0*U<», t°ny>>A tf^^A tf^y ft 5 ~ 

6MUfcT$/£ftif; 3&fc#SL<« % tfnyiV&i?) WLTV^t) 

AB^y (M> 7y* ( HSf> 3**ft£) , VTA zk«, 

20 7?yl, tf/l'^vvl^ ^n^V-fb^tlTV^TfecfcV^C! _ 4 

TV^/V ($J> b!J7;^P^f;K 7<fvK ^Miif) , ^n^/Wfc^frVt 
V^^ctV^Ci _ 4 7;^^'> (M> ^ ynxK^v/, y>df 

« b-ctt, i ~ 3fi*s#* u\ 

±fSit c K x c ' ' -c^fts ^g^$^Tv^T 1 bJ;v^c 1 _ 4 T/^uy 
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^Tv'Tv 5 ^ fc-^y-^v, ^/v^y^ m/^yy, ^7^y, Tift" 

y^H©3~8l (0^L<fl5~6M) ©^P^fctt^fP (^L<M 
i&StLTtes Mill ±fflLfcB c ^fc«C c T^$tL§ r^^t-g^^^T 

&it, nm^^E^mx^n^ r3~8M«^s«m^sj \x Mm 
±.m^ (ic) B c m&£xfc c m<Dmw!:Mb Lxm^ztix^zmn, 

m^mm*Sti<D{ZW\m&:LX\^Xi>£\^\ ^ (I c) T^frbSfl^S 
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^ (I c) taSixSMIfc^cfiii, ciao-cl 

*df— A 1 c 




^ (ic) Ti^ti§ft3ffci«0t^ ita i c)x*m$tLZ>fc&mt 

5£ R 2c C00H -Cg^S*/^^ ^(D&fo'\mWfc^frfe~tlb(Dm.b&B 
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mfbfiZ, ^(DMrfcMt LTH:, 0flx.tf!, & -cooh T*§tL5£^ ~C0Q B 

77^ v^^-y-^) N ^fkaKiR^iffiK (Mid -<^if>\ h/^^ ^ 

10 K^S^tfb^So ItS, r U ^A-T 5 >\ 4-^W>; 

y t°y n,n-vM y^p tvi^^T ^ mj^t/^^t^^ 4-y 
^vi^u* y v^^itmsfcsvMtT/^ y ^n*fct±r/u* y ±m&mfcm. 

±m^m^m^mm. (m«> mm^m-r v y mm^mx y t?^m) ^ r 

15 V &Ji*fcfiT/t/# y ±3B^tJR<o*SKk* (^Jiii, MJ 1 )^ 7k 

\£A>*tv$*M % h*&£T$Z (DimM., -<yy h Ur/^- l -J/v- v y * 

20 (vM^wr^y) *^*^^^t7/^nyy«> ^nir/- 
^- 1 -^/v- m) 7 t'n y i>/*7*-i)A^t7/vtp y yttfc vr 

- 1 Kn^r^^y r U T y-/K 1 - 1 Kn 7 -Tif^V^ h U TV— 
25 7^^©|I^^«fflV^TfcJ;V\ ;:<E>£t5£ (He) TS£ft5te£^f:fc 
|^(7)tl*/H^LT, ^ R 2c C00H TS$tbS777^>^fc(^<D»0. 

JfeiaSfi, -5 0&l^U2 0 0°a fftl<li-2 0/^tl0 0t;ffe^ E 
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jWPslte 0 . 5 fclNL 9 6 mmtim L< f±0 . 5 fcV^L 7 2 H#H8T\ «t 5 L 
<ttl!iV^2 4B#|Hn?*>5 <I 

s£ (Ic) -e*$^S^ft*fctt*©ifttt, i^^2c(:j;ot^I 

.X^^—A 2 c 




Kt, #f5-^fi±fBi:|Wl«^-r] 

5£ (I c) •eg^«M*fctt*©tl±, 5£(I I I c)tg$fl5fll^ 

^^SJSftH^^^JiwttPj^irx ^ (IVc) T^^tiSfb^^fcl^ 
(Dit^^Wf, ^5tf*)tLW3ftS©#^Ts ffi^J&ffl V>5.££fc J: 9 gift-f- 
ar fcas-0#5„ 5* (I I I c) T^*tL5^^*OSJiSt*«l#fl£i:LTtt % H 

(iii)"T?a£ft5fbS#©5£ -cooh t?&$*l5£#5£ - C oq c q c «» 

^V-fer^/w^/M-^, p- h/^^^J^^/^^-Wi if) Sr^rt"] 
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N, N-v^f V 7°n fc>xf;l/7 ^ 1^ > JJ ^l/iyv?T 5; >\ 4 - y ^/We/l^ JJ 

io 4 % Kfc^wciii, -<>y> y ry-/>- 1 — r^- b y * (v^ 

- h y ^ t°n y ^y^/fc-^A^H-^/i^n y wMWfi, isr; y ^ifes^ 
i-tKn ^r^yy 1 h y ry^/K 1 — t k o 3^- 7 - rif^vy > y t y ■ 

15 —;i'!§b<Dm&&£> s £X»J8^Xt>£.\ / \ r©fc#a (i I I c) 

to^fcfi^oifii^/Wdtflyr, 5^ (ivc) ^s&ftsfb^tfcte^tfx&fi 
0. 5/^LlO*;i/Sl #£L<ttlfcV^5*/i^i;/B^e>;i'u 
o. 5^110^1, ^Kttl^v^e^iffll^Wo 
tKJ&i&ftfciU -5 0^L2 0 0°C, £?£L< f±-2 OfcV^l 0 Otrefe^ 

20 0 . 5 JfeV> L 9 6 R#ffi£FS L < f± 0 . 5 ^^17 2 B#[MT\ £ V 0£ 

L<t±l*V^L2 4«^fc5 0 

^ die) xmztizik&^fciz^^mx MMx^A3c(apt 

A 3 c 
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OHC 




5 ^-T] 

^ (Vic) tfg^tlSft^fc^^tlt ^(Vc)T^$^6^^l. 

gjSffiPI*ft:*^H:-tie>.©ifi^x's: (ivc) -e*$^^fb^*7tM^i 
10 5£ (vile) TfSSftSfb^^fctt^OiSHu 5£(VIc)TS$*i5{fc£*£fc 
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^>- N "fivr % y fc° y v 5 ^, n, n-vM' y^o Mjv^ivy % v N b y ^ 

^V^v>T^ 4-y^^/^y V^5^f btL^c fflV^SiHfeSJWi: 

LT \tm 7L tf>* ?W M^M: [MZLtf. Th7^ ( h y 7i^7^) 

i, i-tf^ (v^^^^/i/^^y^ y) 7iPty^7np^7y 
[7 a, v^paif^ (fy ^cc^i/^^^^:/) /N°7-^'yiN#]^^Wbti 

11*^1, &SL<ttO. 0 5/^LO. 2^iiMv^ti5 0 -^i^ 
KJSlJf tiu 0 L 2 0 0°C> ^L<!i5 0^LlOO "CCfe 19 > £/« 

rmo. 5 /fev > l 4 8 ntot £ l < « 1 l 2 4 ^ra-efc 5„ 
^ die) -eitsnsft^WSfcrt^oSH, &,(yiic)v&£ti&ik&to?ii£ 

li^ot^ ^ R 3o NH 2 t?3t$ti/ST5^*fc»-tOi&i:S:fflV^ 3tjdftT^ 

/^^>lil (M£fi\ ^pn^y, ^nni^y, ^on» B 
mtfcmm) ^ T/l^-/W^M (Waitf* **/-/K i*y-/K n-7"n^ 
y— /K ^y^PAVwl/f) 71rh~MJ/K N,N-^fMM7U\ If" 

5£ R 3o NH 2 ■el$ti57^y*fcli*©ti:^ #«7K*m^ (Mi 

7k*fb* 17*7- b y 17 A^) ©WETEJfc-*-* n h J; <9 iSJfrf 5 r. £ 
r.Oi*A(VIIc)T«$nS^^**fctt J t©«l^Wz:«-LT, 5£ R 3c NH 2 T 

^JS**£Hffr£«o. 5^110*;^ £?£L< 
tel^L5^/^*fflV^*L5c £<0i:tKf&iB£Wu 0&^L2 0 0°C, & 
*Uf±20^L100 °CTfe 19 , £OSB#TO 0 . 5 L 9 6 H#[HJ#$ L < 
filftV^L2 4H#|II-efc5. 
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5£ (lie) X-m£tLZfc&®$itzttiZ<Dm.fc, fj^^4c(aott 
^^r— c 




[5£tf\ R 5 c f;ifI&g£#UT 1 fe«fcV^ 1 _ B T/^/u *?7K 
5£ (IXc) T^^tl^fb^^fc^^f^ l£(VIIIc)T*££;ft,5fc£&3;fc 

a>&5£ (vile) ^SHSft^^fctt^oS^wSiStcoVN-cM^tytt^i: 

(Xc) ^Sft3fl^ttf:fctt*©:!fiBu ^ (IXc) xm ^tl^ft^t 

5£ R 3c NH 2 T*$ti^T^^fc«^^i:^3S^r^y^S^ 
#^J^$^i^5r£^f 5 D r<DSiSfl±IB^^-A 3 c (D^(VIIc)T^ 

^^Sfb^lfcSfcti-tro^feS: die) -es^ixsft^^fctt-tojfc^s 

s: (xic) xm£ti%4k&m*tcte%<Dm$, &<jfc)vm£tiz>fc&b&itfc*: 
<DM*mh%wmmxmm~fz r t i^t 5 s^-r 5 r ^ 5 0 
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5 TK^ft^y^A, 7mfcv?-v&m) zm^xo^Li 5o°c; ^u<«2 

10 gJ©ttSN):ftc*fcW:i^feOitfcs 5ft (IVc) ^£ft5fc^£fcfi*©:!ft£: 
5S (Illc) tf^StLSfb^feSfctt-tOifittx «9;tli7^5c|:±oT« 

15 ^-i5c 




^ (xiic) ^£fr&tt&to*itft%<D&fc ±m&<dx*-2»4 cvmmwt 

20 SrM/^ Lfc5£ (Xc) ^mZfrZ f t s 5£ R 2c C0OH "^§Jl5*^^ ^ 
^J^fflV^5r.i:^j;t9 05t«ri^x^6 o ;:©Kffi«JhfB**-A l c fcM 
St (IIIc) T-^$ft5ft^£fctt*©J£f3:, 5£(XIIc)T'^£;ft3fcl^l*fc 

25 ^(Dm^mh^nmMx^mmir^^k.\Lxy)m^rr^^t^x^^ 0 z.<du. 
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Jfcf4±!B;*3r-A4 c<DWc)X*m£foZfc&$-Mfcl$%: <DiM.fr (XIc) "T? 

dc) tmm^m^MLx^xi,^\ 
^ffl v > & *i 5 «k o mmmtmA $ ti« o & o -c t> £ < , m& imw^fo 

^ r *Ss#A'tf~;K t h *i/%A*$-;i'te if) , 7i=/v^^*/^ 
/V- ^X^^/^-^ftif) N C 7 _ j 0 77/W^rV*^ 

Jllff, 3**fcif) , C, _ 6 T/^/U^/^^A- (#Jx.te\ T-fe^/K r^tf 
T?v5rA> (filx.fl, ^f/K ,7"nlf/K >fy7°nt>, tert- 

r/^/u&if) , 7x^;k mj^/k ->y/nteif^fflv^e>^s„ rttb^gms 

irLTJ^ wWW& (Mtt 7y|, H*. 3|73Stftif) , C, _ 

6 T/^ATJA^A- T-fe^/K 7°Ptf^/K 7^ U Aft if) % * 
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I7§fffti?) > C, _ 6 TA-^/K C 7 _ ! 0 77^^/K =foS* 

S^fe CM*A ^777^"- tfiV-?* ■ ^ V • *~%^yt ■ <7^^ b 
(J.F.W.McOmieib, ^l/tA7*l/^ffi ^taic^fe] tfSfflV^ftStf^ |& 

mmm.mt<Dm., mmmtom., mm torn* itst^/u^ 
t^tj y^j«> 77/^>^^ ^^v^^iafeifwr^yj^B^ittft, ft 

&mk<D&<Diffit£MbLxKs m^it^m. mm, /nt^ 7^ 
sl v-^-^Pis ^w^x ^>ft, a^^sis v^=m. tfy* 
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±te©GPR14 (SENR) Ty$=t-Xh%tf7f^ #l5o, tft^HE, fet 

nu ^v^y^Ms ^^n^zf±/vmt£iftLxmnm^ fcswiTk^ix 
m<DWtximumz.®Lmx%z> 0 m*.#, m4k&m%tcnz<D&*±m¥mm 
\z.-mmt> bfrtmmmzmLisiiz mmmmxmn-tz> ~ 1 iaot 

§m, %7±^t£&zm\^zzt&x%zmmiki,xix m^^f- 

IS^£iJ> ^t7!J ^86^ ^ v-^Aco J: 5 ft ^ a IS, ?L*f $ (if - y * 

2) tex&mtfbti, m^mmmmk tct^tr^-^ yttz.^*; 
' — f\A , #j*y&9mm®M (tzttuttfy y^-hs o (™) , hco 
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^7t, mmm (Mx.fi mt-rbvv&mm) . mmm 

wx.&. m^y-f^^-v^ m.wt7v%j^te¥) , &im (m*ji t 

*»GPR14 (SENR) 7y^d-xf©^lit lESftft t> 

USttfc*^ gp^oi^ -jRWfcjSA (M6 0k g Rt) fcfcv^T 

it -BCo^O.l^blOOmg, &IL<liin. 0H5 0mg N X 

^.tfffiH-SIO^-Ctt^A (M6 0kgiU) -©fi!4^*3V^^ -Bfco 
tffiO. 0 1^3 0mggS,^L<»»0. l^P)20mggE <t!)^ 

{toiljtiomi^K 6 o k g gfc 5 k&si Lfc*S:S4i-§ r. t as-ct 5 a 



WO 02/14513 PCT/JPOl/06899 

204 

(omm\h Lxim-tz zthxisz, 

-etLbcD^^^/^fcf^^bo^at^^Wi^Ji-Sr 5ot\ M^{1\ 

b') 2 N Fab\ fcSVHiF a bB^.SrfflV'Tfe «fcl\ fci&te^/ ^ 

tf * <D$m*m$m& % n — ^» £ s n t k «t «? § (k. 
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Tomizuka et. Al. Proc. Natl. Acad. Sd. 97, 722-727, 2000) „ Htfc^T&Rrtz. 

fc^ft:, Janet l < r±^*-«a^^^©fl:*^w*fcti«aiw^a^ «t 19 & 

10 tuu rft&I!EfcStf>l»&^^ 

yffe&kXfil'^My^mwmz.m^ibtiZ, r^fe 

Mill Arx !Ei§ ry^^/Ts't^j (Stfifttfc, Bgfn4 9¥3§fT) N 

Ate Efi ri7WA;r^j ssfo5 4«) , ^mm& 

mmm m^m m^mm, wfu5 7*mn) , ^mm^m mm%M 
- m-Mmi (13 m) (g^tK, e 2^mrt) > rMethods in 

ENZYM0L0GY J Vol. 70 (Immunochemical Techniques (Part A) ) N H H Vol. 
73 (Immunochemical Techniques (Part B)) „ IrI (r Vol. 74 (Immunochemical 
25 Techniques (Part O) ^ IrI fr Vol. 84 (Immunochemical Techniques (Part 

Deselected Immunoassays) ) „ WliBt Vol. 92 (Immunochemical Techniques (Part 
E^Monoclonal Antibodies and General Immunoassay Methods) K IrIH Vol. 
121 (Immunochemical Techniques (Part I:Hybridoma Technology and Monoclonal 
Antibodies)) <#±, T^T 2 ^ V 9 ~f VXftffij) m&^WcfZ> - £ So 
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(4) GPR14 (SENR) ffcft^g)7 g Kfc b< n^O^XT'/^tzn 

GPR14 (SENR) t.tcte%<D7^ Kt> L< ltt©^^7/^fd^®il 
\z.jStFZfc#\$, MmSGPR.H (SENR) ^^M^T^K^L 

GPRl 4 (SENR) titzn^(DT* \?t>L<n^(D^X7-;l/~£fcl-±Jt(Dm. 
V^T, GPR14 (SENR) ^fcte^fDT 5 Kt> b < li^tOx^fA/tfctt* 

iftfcte, ffifc#^©fc<z>£ffl^Tk«k<, £fc, CT»F(ab') 2 , F 
ab\ fc§V^Fabiii^ffl^T.t)±V\ ^tfttt* 7 ^ d —Jvuffifo 

*S ^ mj&& ^ * — ^jSBflS £ lffl^B4^i-^ r t ^ «t >9 ff^-C# 5 (K. Tomizuka 
et. Al. Proc. Natl. Acad. Sci. 97, 722-727, 2000) 0 fc^I^fctfsgiSftfc 

GPR14 (SENR) t.tc\±^:(D7% Kt> L< tt^^^TV^fctt-t^Jfi 
l^t^Mffl^5GPR14 (SENR) *fcf±t®7 5 Kt> b< f*£©^ 

<Z)feiig* (iiH GPR14 (SENR) f=fctt*<0T 5 Kfc b< tt*©^* 
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Wx.ll Ari EH ryWAyr^j PHfo4 9W) > 

mmmk\ (M2m (u^mm. m^5 7^mrf) . ^msbm mm-^m 
miE&i (msm) (m^mm. mme 2^mn) s r Methods in 

ENZYM0L0GY J Vol. 70 (Immunochemical Techniques (Part A)), WlW Vol. 
73 (Immunochemical Techniques (Part B)K Wl W Vol. 74 (Immunochemical 
Techniques (Part C)) s |r| H Vol. 84 (Immunochemical Techniques (Part 
Deselected Immunoassays) ) N pillf Vol. 92 (Immunochemical Techniques (Part 
E:M6noclonal Antibodies and General Immunoassay Methods)) „ IHH Vol. 
121 (Immunochemical Techniques (Part I:Hybridoma Technology and Monoclonal 
Antibodies)) (EJJt, T%7*^ V#7UX&%W&&&ffltZ>Z.b&-T;%Zo 
(5) ^P^(D^ !) ^7°f KUlg Lfca^jgf^fe 

y k & Kt^ dn a c/n^E— z—m&s ^*yy, 4 

yyyf^^VT^hCD^mMM^i&T, ^^mRNAi^T^^ (C M. 
Niswender et. Al. Ann. N. Y. Acad. Sci. 861, 38-48, 1998) fciS^M^A 

^ © h % m t- # § o <^ *° y k £ = - k-t § d n a %m v > 5 

CR-SSCPS (£V 5 y** (Genomics) , $5^, 8 7 4~8 7 91 (1 
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9 8 9^) , 7°n ?X • Or? • if • -)•%/ 3 ~T;V • T#7^ - ■ ^ ■ f- 

xyW X ■ • d-— a^j:— (Proceedings of the National Academy of 
Sciences of the United States of America) , H8 6#, 2766~2 7 70 
H (1 9 8 9f) N DNAW^orW (Wxy^ (Science) , 1270 
#,4 6 7-4 7 OH (1 9 9 5^) N ^V>fi^<Dfi&£>;£1£ (»iIS^ 1 8#1 
4^§\ 1 8 94-1 9 0 61, 2000^) f ti^IfSrtm^ ± 

t^=^ ^ *BR. *»#^SSt>L<tt3&WfS-e&5"STIItt*s 
(single nucleotide polymorphisms, — $&3s#§D t $¥-\tfh%£%!b?~- % — 

Invader^, SniperfiU MALDI-T0F/MS?^ # V rf S N P ^ y if^ff kfr 

5 (^I^i8tl2^ 2 0 00^) „ 

WlT\ ^V>«ftoit^±^ SNP s ^£|PJ! (DDN A <M«T$?^ir-3 £ £ 

(6) GPR14 (SENR) fcgjg Ufc3tfe^»rfe 
GPR14 (SENR) #£W©gB3BJ## : 3 £fcfiE?!I## : 1 
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m yfm, 1im&B&i> U< tt®ttifc:HgLfcl*DNA$ 

5 D mRNAtFlbti^7 P 7'f^!)7y h O^ii WiST^ ^VMimRN 
AxfVT-f>^ (C M. Niswender et. Al. Ann. N. Y. Acad. Sci. 861, 38- 
48, 1998) M«||5»A%#ii£*l3o *fc^fefr±©mf&^M1-6tf^«* 
aSKODNA^Bi^SJfcfiSiOW^i-t^Jffltf^So GPR14 (SENR) 
10 (#!i?U£\ #M«^J#^ : 3 ~£tcm&m^ : llft^WT^ /HIS 

#1) ^^"r5^^^K^^-Ki-5DNA^ffiV^5±IB<D^^|lftt> M 

(Genomics) , f§5^, 8 7 4-8 7 91 (1 9 8 9^) , ^niX-v 5 
• ^ ■ • tfatA' • T#r^- • ^ • IM^WX • ^ ■ 
15 — -c.y<,^c— (Proceedings of the National Academy of Sciences of the 

United States of America) , 18 6^, 2 7 6 6~2 7 7 0l (1 9 8 9#0 ^ 
DNAW^nTW (f-J^yx (Science) , |2 7 0#, 4 6 7~470 

n (i 9 9 5¥) > j&wttnmtDjyfe m^km^i smi 4^ i 8 94-1 
9 0 61, 2000 m mz£ywtet&z.b&'V£Zo imwrtifrv^m 

25 GPR14 (SENR) (fdxJi, *%m<Dmm& : 3^/t«IS^IJ# 

1 lT*m£tiZ>T^;Mffl>m) Sr^-ra^v^StSra-Ki-SDNA 
C^n*— *H$& -TV hn^-Srafr) l^tSSNPsfi, -t 

ftg ^|T% ^fSft&^JHS^iKP S N P s ^*38M©D N A ktiNrCfiWrt 
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s n m&Ktmm, t^u^, ^ v<\ 

^ t/^l//^, ^Bg N ^«t)U<(«©||(:f 

UPAC— IUB Commission on Biochemical Nomenclature <5W&-^-$> <5 



10 


D N A 


. y A -r y y / J s 'T^wc 




c DNA 








■ T^r — V 






• =f- ^ V 
. V -n ✓ 






. sfy^iy 


15 








Y 


■ iy±t-l±-iy hi/is 




N 






R 






M 


: yfyylfdiTf'^v 


20 


W 






S 






RNA 






mRNA 






d ATP 


ft^^rfy y >^ 


25 


dTTP 


: ft^yfvy>£!J 




dGTP 


: T^v/^Ty ^^H U ^ 




d CTP 


: ft^yyf^y£!J ^ 




ATP 






EDTA 


: ^5=- 1/ vi?T ^ y-B^B. 
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. r / ^/^wLwt ) r J !/ 


T F A 


• k 11 -7 jiyThn a5fcl& 






r 1 i v -sfc -f- h- r* 

V_r 1 y S /<-(•=)- Vr 


. VJ Zy-y 


Alas; /^-vJ-A 


■ X 7 


■5 7" „ 1 ~b -k- 

V a 1 3; 7>_f3> V 




T 11 tfc -ft- M- T 




T 1 Q "i: M- T 


. -1 y CM 


o „ _ -± -ft- o 

o e r 3; 7>_f J- o 




T l, - -± -A- M- T 




r> -.r 0 tit -ft- /-+ r"> 




ivi e t s /«- f d>ivi 




(jr 1 u 3;7>-f=kJ£, 






. / -A 77 -r 




• 11 -J/^ 


A 1- -ft- ?■+ "D 




n 1 s 5 v3. in 


: t P^^x^ly 


p U c xb -ft- 1-+ T7 




1 y r 3; 7*— r3- 1 




1 r p s/i-i3.w 


. p v x p x j 


Jr r O 3; /^td, Jr 


• y°p \) y 




■ y y\/^y $fl/ 






PG1 u 




M e 




E t 




B u 




P h 




TC 


:f7/y^-4 (R) -j&/l>7j?^5 K- 
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Bom 



NMP 



PAM 



T o s : p — f/l/^^^/V-y^-^/k 

HONB : N-t Kn ^V- 5 -/Atfc/M^- 2 , 3-^;^>W> K 

B z 1 : ^y*J)V 

Z : ^^/^^v^/^/^/P 

Br-Z : 2--fu^^y^}V^-y1d)Vifs^)V 

C l - Z : 2 n/V'<>'v i /^^rv'^7^^^/^ 

B o c : t 

HOBt : l-tKn^yXMJT/^ 
DCC : N, N'-v J v'^n^v / 7^/V#v J 'l' ^ K 
TFA : hU 7^tnit 

Fmo c : N- 9 -^/I^V^/M Y^i0/V7^^/V 

DNP : ^fP7x-/I/ 

Bum: ^-^y^h^f^ 

T r t : by ^A- 

Me B z 1 : 4- t^/V^yJ/V 

NMP:N-^Wn!JF> 

O c H e x : u^^-i/jV^^/V 

imw^-: 1] 

7">SENR V tfy }f^zff- K y K 1 ) <DT 5 / Siia^J^lh, 
^SENR y K^T 0 ^ K C/^ y K 2 ) cot 5; J WRM*^* 
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y v b senr^ i<dt ^ / mmn^-t. 
m^m*-. 4) 

[ga?fl##:6] 

^ * senr mm®- & y< ? mcB^A(D±m.mmm %^-r 0 
mm&* : 7 ] 

7^ senr U tf> mmfc?y^?W<n£T ^;m$m%^ir 0 

10 m$W^: 8] 

y^sENRy jfy mm&*y'<m<D±T ^/mm^^-r. 
mzm* : 9 ] 

mm*-. io] 

15 fc h SENR y # y K*° U s<y°?- K. ( t h urotensin II) co T 5 / SBB^tl fc^o 

CSB^IJS^- : 1 1 ] 

t I> SENR^ >'<#91<D±T ^ J min&TFto 

mmm*: 1 2] 

: 2 y K 2) (DDNAWm&Trrfo 

20 SBfll## : 13] 

ffi#l##: 9 (r>^y#>K) ©DNAEJIJ^to 
ffiW^-: 1 4] 

? v'Senr y #v Ktff,»^ y*?n<D£r s: / ^la^j^^-r. 

1 5] 

25 p V'SENR ])^y mmfc* McDNA©^m«?iJ Sr^f 0 

m&m*: 1 6] 

7 y h urotensin II like peptideMIEft:^&McDNA(D^£ia^J^^-to 
ffi^lj#-^: 1 7] 

7 y h urotensin II like peptidett»S R <D^T 5 / ^SS^J fc^fo 
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{.mm'rr : 1 8] 

7 V furotensin II like peptide- 1<DT ^ / SSB^IISr^f 0 
C@B«^-: 19] 

7 y hurotensin II like peptide-20T ^ 7 S8E£!]£r75i~o 
Cia^J#-^: 2 0] 

18 (7 V burotensinn like peptide- 1) £>DNAia?l]$r^1- 0 

cia^if-^- : 2 1 ] 

Ifi^iJ#^- : 19 (7 y burotensinIIlikepeptide-2) (DDNASa^lJ^^-r. 
CIfi»-^: 2 2] 

-r ^^urotensm II like peptide]!fr»ge5fcDNA?>^Sia?lJ£*1- 0 
Cia»-^- : 2 3] 

-=? $ ^urotensin II like peptidefW£Si £ fO^T 5 7 M^J^^i" 0 
mm*: 2 4] 

9 ^urotensin II like peptide?) 7 ^ /WtiSffl&TFto 
OSSmt* : 2 5 ] 

Wffl%r*: 2 4 O^urotensin II like peptide) ODNAE2?!ISr^rf 0 
OffiW§-: 2 6] 

fLT,»® 61©7 5 y ^la^b^^tLS 7 y burotensin II like peptide 

{W3m* : 2 7] 

mmfom&W(V7 ^WJ^bi£$ti5 7 v burotensin II like peptide 
Cia»^: 2 8] 

mmW-m &W.(D7 % / bmMZtiZ-? ?*urotensin II like peptide 

<7)$iK7^- K<Z)T 5 /^ia^J^r^i- 0 
[IS»^: 2 9] 

j|fr«:|iQfC<D7 S /^@fl»M££tl5^*urotensin II like peptide 
[13»^: 3 0] 
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@2^iJ#^- : 2 6 (77 burotensinlllikepeptideO^S^y^ K) <£>DNAIE 

mmmw : 3 1 ] 

lfl»^:2 7 (7 7 burotensinllKkepeptide^^^y^K) <£>DNAIE, 

m&m*: 3 2] 

K#J#-§- : 2 8 (^^^urotensinlllikepeptideOjtii^^K) ODNASE 
mtm^r: 3 3] 

@E3*J#-S§-:2 9 (-r^^urotensinniikepeptideiDj^ii^y^K) CODNAIB 

iWM^ : 3 4] 
t hSENR U j/y K (la^lj^: 10) ODN ASH^J %"^i~ 0 

Tta##Mi-*5V^-c^^^^^ f>/^ (MS) fi^TO^#^«t UiBJ^Lfc 

: J^JEft^ ^Wbife (Atmospheric Pressure Chemical 
Ionization: APCI) 3; fcfem^Wi^ (Electron Spray Ionization: ESI) 

1 -^yv'/K 6 -r/n^E— 2, 3-v^fc Kb - lH-t°no[2, 3-b]3V 

N-^^^t°n y K>(1.8g, 10.4mmol)£^ an*;^4mll^iU 
ffit V y(l.Sg, 11.7mmol)»X.T^T?3 0#JI#Lfc 0 4 -7n*~ 2 -V 
T 7 T~ y ^(2.0g, 10mmol)^>!jPx.T 3 B#f^»« Lfc 0 ®£»7k7k^fc tf\ 

2 0 %tK^^- b y ^A7K^I-T^Lfc 0 ^ C2 n^/^CTlftittS^ ^|f)f 

ml^^U 2 gffitl 6 O o CT30#F^PmLfc o 2 



WO 02/14513 PCT/JP01/06899 
216 

W8M LT«fbl^(1.2g, 3.4mmol)£#fc 0 

ijE-NMR (DMSO-dg) S : 2.86 (2H, t, J=8.0Hz), 3.41 (2H, t, J=8.0Hz), 4.59 (2H, 
s), 7.24-7.33 (6H, m), 7.42 (1H, dd, J=9.2, 2.2Hz), 8.12 (1H, d, J=2.2Hz). 
Mass(ESI+); 354(M+H),356 

[2,3-b]^y y ^> 

6-:/n*--2, 3-^Kn-lH-t°na[2, 3-b]^r 
J U ^- 4 -- ' ( JVT 5 ^(70mg, 0.2mmol)£ h >0.5mlM?§ U Pd(Ph 3 P) 4 
(Gmg)t 2Miit h y f>AzRt«0.2ml, 4 - 7 ^VK7 ^/W?P >l£(30nig) 
. (D^i * y ~^0.25ml)^&2jn£ 9 0 °CT 1 6 H# tfc 0 KJESJSlz:*- t 

mmvo&is' y * yA^-rf^^^ y * y>2g, mk^M^* 

■y- V=l/2)^# bfc 0 g / -/^»£^T«tl£» 

Ufc 0 ME^LTSM'fk^#J(15mg)^#/t 0 
^-NMR (CDClg) 6 : 2.41(3H, s), 2.92 (2H, t, J=8.0Hz), 3.50 (2H, t, J=8.0Hz), 
4.75 (2H, s), 7.24-7.38 (7H, m), 7.57 (2H, d), 7.69 (3H, m). 
Mass (ESI+); 366 (M+H) 
#%M3 

1 6 - (3-^^/1-) -2,3— Fp-IH- t°nn [2,3-b]^ 

y y IIS. 

1 — <^v J /^-6-^n c e-2, 3— 5?fc Kn- lH-t°nn[2, 3 -b]^r 
y y V- 4 — i)VT % ^(140mg, 0.4mmol)& f/^yimll«L, Pd(Ph 3 P) 4 
(12mg) t 2 M^gfe-^ b y P A7fc^0.4ml N 3 a V# n y^(56mg)« 

^9 J —M0-5ml)MWi&]MZ- 9 0 °CT- 1 6 fttffflRm Ltc a BJ&mzfc t BB^ 
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mm^y y ijfjvti 7a^uy b ^7 7^^> y #^>2g, a-g^/w^f- 
v=i/2)^l^ 0 g w^a^^ y -^mm^m^tm^m^. t 

^-NME (DMSO-de) 6 : 3.01(2H, t, J=8.0Hz), 3.73 (2H, t, J=8.0Hz), 4.92 (2H, 
s), 7.40 (5H, bs), 7.70-7.88 (3H, m), 8.02-8.09 (2H, m), 8.54 (1H, s). 
Mass(ESI+); 358 (M+H) 

N-^y^- 1 --<y^- 6 - y P€-2,3-^t Rp- 1 H- fc°P p [2,3-b]^ 
J y s s-4-jA>T%> 

l-/<yv';I/-6-'/n^-2, 3 -S?fc Rp - 1 H- fc°P n[2 , 3-b]^r 
/!Jy-4 -JjVT ^ >(70mg, O^mmol)^^^ f;^/^T $ Klmlt^A? U 
2 -tert-T^W 5; 7 - 2 -i?a^?;VT % / -1,3- f/W^t Rn -1,3,2 
-v?T1f^^^ y M).24ml& <£ tPOv^:/ p S K0.095ml^Px.8 0°CT* 1 U# 

V y Ht«l, ^J±MliLa»^^MPLC (YMC CombiPrep ODS, 
20x50mm) ^Tft^Lfc 0 g WW^Sr^ffi^LT^M^^(44mg)Sr#fc 0 
X H-NMR (CDCL,) 5 : 3.13(2H, t, J=8.0Hz), 3.54 (2H, t, J=8.0Hz), 4.72 (2H, s), 
4.82 (2H, s), 7.22-7.37 (10H, m), 7.50 (1H, dd, J=9.0, 2.0Hz), 7.69 (1H, d, 
J=9.0Hz), 8.00 (1H, d, J=2.0Hz). 
Mass(ESI+); 444 (M+H), 446 

N,N-^y^- 1 -^^-6 - /n^-2,3-v i t Rn - lH-k°nn 
[2,3-b]3V y y-A.-A^TX-y 

1 — <yi/jU-Q-^u^e- 2, 3-^tKn-lH-k°Pn[2, 3 Hb]^ 
y i; 4 —T /^T 5: ^(70mg, 0.2mmol)£r ^ Rlml^'M? U 
2 -tert-^/W S; J - 2 - =f- } \,T ^ / - 1,3 - t Rn — 1,3,2 
-^Tif/K^/^ y M).24ml& it^^vvl^P ^ R0.095ml^n^8 0°CT; 1 B# 



WO 02/14513 PCT/JP01/06899 

218 

hV V^WkW, «JE«|gL«S*S:^J&HPLC (YMC CombiPrep ODS, 
20x50mm) KrWULtc. g WM^*^ft»UT*S^^(32mg)S:#fc 0 
^-NMR (CDClg) 5 : 2.61(2H, t, J=8.0Hz), 3.49 (2H, t, J=8.0Hz), 4.27 (4H, s), 
4.99 (2H, s), 7.17-7.38 (15H, m), 7.74 (1H, dd, J=8.8, 2.0Hz), 7.97 (1H, d, 
5 J=8.8Hz), 8.16 (1H, d, J=2.0Hz). 

Mass(ESI+); 534(M+H),536 

N-T U /Kallyl)- 1 -'Ovvu- 6 v 5 fc Kn - 1 H- fc°n n [2,3- 

b]^y y ^-4—f^T^>- 

10 1 — <Vv ? /W-6-^p^E— 2, 3-^tKn-lH-t'pn[2, 

/ y >- 4 -A frT % >(70mg, O^mmol^v^ f;^;VA7 * KlmlfciSflFU 
2 -tert-^/M" ^ J - 2-^W5 7 - 1,3- ?VWn°- t Kn -1,3,2 
-v'Tif*** y M).24ml*3 cfctfT U /K/n ^ K0.07ml4rJDx. 8 0°CT 1 B^ffl 

15 • y^AT^M, MBMWH-^M&ftMKPLC (YMC CombiPrep ODS, 

20x50mm) \Z.XWWkLtc 0 @M^^I±»UT*^^(26mg)^#fc 0 
^-NMR (CDClg) 5 : 3.23(2H, t, J=8.0Hz), 3.62 (2H, t, J=8.0Hz), 4.07 (2H, bs), 
4.83 (2H, s), 5.12-5.24 (2H, m), 5.91-6.00 (1H, m), 7.35 (5H, bs), 7.44 (1H, dd, 
J=8.8, 2.0Hz), 7.61 (1H, d, J=8.8Hz), 8.03 (1H, d, J=2.0Hz). 

20 Mass(ESI+); 394 (M+H), 396 

N,N-^Ty7Kdiallyl)-l -^^^-6-^0^-2,3-^^ Kp- lH-t°n 
P [2,3-b] * J y V - 4 — ^ 7 ^ > 

1 2, 3-v»fc Kn- lH-t"nn[2, 3-b]3r 

25 / y y — 4 — >f JVT ^ ^(70mg, 0.2mmol)£ v>p< ^/l^/^T ^ Klml^^f U 

2 -tert-^fyWf ^ / - 2 -v^^T ^ / -1,3- fvW*— fc Kp -1,3,2 
—^Tif^^^y M^ml&J^Ty/K/P ^ K0.07ml»x.8 0°CT 1.0^1 

y^A-C^m, ^J±MLa««r^MPLC (YMC CombiPrep ODS, 
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20x50mm) KXWML-fc 0 g W^^J±WUTgM{^^/(12mg)^#fc 0 
^-NMR (CDClg) 6 : 3.20 (2H, t, J=8.0Hz), 3.70 (2H, t, J=8.0Hz), 3.88 (4H, d), 
5.01 (2H, s), 5.20-5.29 (4H, m), 5.68-5.89 (2H, m), 7.36 (5H, bs), 7.67 (1H, dd, 
J=9.0, 2.0Hz), 7.90 (1H, d, J=9.0Hz), 7.97 (1H, d, J=2.0Hz). 
Mass(ESI+); 434 (M+H), 436 
###l'8 

N-^^/^-l-^y^/U-6-^n^-2 ) 3-v J fcKn-lH-t°Pn[2,3-b]= 3 r/ 

l-^yi?/U-Q -7**^-2, 3-^tKn-lH-fnn[2, 3-b]^ 
J V V- 4 ->f jV7 % ^(50mg)Sr^^ S K0.6ml^#P U vM y 

7°n tV^^T 5 ^0.05ml*5«tt^3 ttfc* ^0.5ml&jbn&^fiT?40B#[RI®fc 
t/to SMl^^i±rIlita»^^MPLC (YMC CombiPrep ODS, 
20x50mm) \cxmULtz 0 i WB^Sr«JE«;«fe LTSMfl^(8mg)£#fc 0 
TO-NMR (CDGIJ 5 : 3.19 (3H, s), 3.39 (2H, t, J=8.0Hz), 3.66 (2H, t, J=8.0Hz), 
4.81 (2H, s), 7.28-7.57 (7H, m), 7.97 (1H, s). 
Mass(ESI+); 368 (M+H), 370 
##099 

N,N--^^ f ^- 1 -^y^/V- 6 Kn-1 H-t°nn[2,3- 

b]^-y y ^-4-^r^ 

1-^0^-6-^0^-2, 3-^tFn-lH-t'nn[2, 3-b]^r 
7!Jy-4-^ JV7 % ^(50mg)£v^ f/^M7 5 K0.5ml^^f U *M y 

Lfc 0 SMSr^flEMta^Sr^raPLC (YMC CombiPrep ODS, 
20x50mm) ^TfflMLfc 0 S^B^^r^ff^ LTgM{b^(5mg)&#fc 0 
X H-NMR (CDClg) 5 : 3.14 (6H, s), 3.37 (2H, t, J=8.0Hz), 3.74 (2H, t, J=8.0Hz), 

4.94 (2H, s), 7.38 (5H, bs), 7.67 (1H, dd, J=9.0, 2.0Hz), 7.77 (1H, d, J=9.0Hz), 

7.95 (1H, d, J=2.0Hz). 
Mass(ESI+); 382 (M+H), 384 
##fll 1 0 
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6-7n^-l- (A-yj\sJrxis<l/i/;v) -2, Kn-lH-lfna 

[2, 

Tkmti- hV$& (60%^ yjvir^i rvwmm ( 4 4 0 mg) <^>N,N- 
WMT^ K (10ml) ^«^2-t°ny (0. 76ml) Sr^JB^v 
5 it"(?15^jt^, 4-77U^-d^^v ; /^p 5 K (1. 3 7ml) &Mz.tc 0 

fthti1tmt&t:i/]) *Wnvb^77^ (n-^^f-^SI^/u= 1/ 
2) TflttKLl- U-^Vtfn^iW - 2 - t°n V ( 1 . 2 8 g) £ 
10 #fc 0 

1- — 2 — tfnJJ (6 0 Omg) ©^no^u 

a (3mi) ssEffii^dp-^fty^ (o. 3 0mi) epii?at3oMrm 

2-T5: y - 5 -^B^yy= HJ/U (5 8 3mg) »^fc 0 Kf{??S^*«r 

15 fnU ^op^/kAT*ffitBbfc 0 ttM&^fn&tzkT^U MtK«^^ 
v")^T«t, ^T»itt5-yn*-2- { (1- (4-7/^n-O- 
i?M -2-k'ny^yf» ^y'-fy/u (i. oig) Sr#fc„ 

tiSH^Tv 5-/0^-2- { (i- -2-tf 
py^y^V) -<^y^MJ;^ (l. oig) Ofh7tKn77^ 

20 (8ml) Wm^-4 0V\^mLtc o mUX*fflftT, Vf-V^MV-f*'**' 

(2, 0 M^7°^ V/t" h7tKP77 W^fvW^if ; 1 . 6 3 

mi) zmr ltc 0 sj&issrfc* ^^ia*-c#m u 1 # l/c 0 mmiz 

25 7^ (n-^-y-^^^=2/l) Ttlbglf^ (3 4 7mg) 

^-NMR (DMSO-de) 5 : 2.86 (2H, t, J=8.0Hz), 3.42 (2H, t, J=8.0Hz), 4.58 (2H, 
s), 7.14 (2H, d, J=8.8Hz), 7.29-7.46 (4H, m), 8.13 (1H, d, J=2.2Hz) 
Mass (APCI+); 372 (M+H), 374 
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1 

6-7d*- 1 - (2-7*^) -2, Kn- lH-t°pn[2, 

3 -b]3v y 4 -^r ^ ismmm. 

fcmiki- b V V A (6 0%U^7 /HK»?R) ( 4 4 0 mg) ON,N- 5? ^ 
5 f/^/>AT> K (10ml) !§g»^2-fc°ny (0. 7 6ml) 

i?a-C15«fi -<Vif^ (1. 5 0ml) %Mx.fc 0 

10 2) -CffifJKLl- -2-t°nyKV (0. 4 3 8g) &#fc 0 

1- (2-71^^) -2-fc°pyK> (4 3 8mg) ©^nn*W (3 
ml) ^SlC^V^y^ (0. 2 3ml) ^iPitlfif 3 0#JI#^ 2-T 
5;y-5-^P^^y^fy/^ (4 3 5mg) ^dx.fc 0 RJfi:jS#4fc«r3NFK 

xmmks mj£TMffiLX5--7u*- 2- { (1- (2-7**^) -2- 

fpy^yfy) 7^y) ^y^MJ/l' (7 3 6 mg) Sr#fc„ 
i*fi^T> 5-7n^-2- { (1- (2-7i^/V) -2-fay^ 

~ y x» 7?/} h y/v (7 3 6mg) ©f h^t Kn77> / (6 

20 ml) «Sr-4 0°C^iPLfc o |i^7?if*rF, ^^y7/vt>7; 

K (2. 0 M^7# y/f h7t F077 V/^/W^-fc? ; 1 . 2 0 ml) 

t?^LT&JSfc£* (2 5 4mg) fcfcfc, 

^-NMR (DMSO-de) 5 : 2.80-3.00 (2H, m), 3.15-3:30 (2H, m), 3.83 (2H, t, 
J=8.0Hz), 3.93 (2H, t, J=8.0Hz), 7.15-7.45 (5H, m), 7.75-7.90 (2H, m), 8.39 (1H, 
s) 
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#%M 1 2 

6--/n^-l- (3-t?y v^A^fvV) -2, 3-^tKn-lH-t°PP 
[2, 3-b]^/!Jy-4-'f^7^2lit 

zk»fb^- b v v & (6o%^7 />^->r ^mmw (ssomg) ©n,n-^ 

fMM7? K (10ml) iIiia-t°n!J (0. 7 6 ml) ^An^ N 

mm.-ci5&fflim. 3- (^n^/v) t-y^y^^ (i. 8o g ) 

ttWRSrfiffii^fiTKT?^^, MtKM^^^-^^at^M, SETHIS Lfc 0 
# b *ifc^}£& 4 IMS|x«T*l LT 1 - ( 3 - fc° V 
JV) -2-t°PUF« (2. 0 2g) £#fc 0 

1- ( 3 - tf y v 5 * f-M -2-fPUKytlI (6 0 0mg) <D? u 
P jfc/VA ( 3 ml) Ml^^ifefc y > ( 0 . 3 1 ml) 3 0 #jfc 

2-T5;y-5-^n^-<yy^fy7^ (5 3 0mg) &M?Lfc 0 RftM 

3 e^/jni«^ sMcSrJna-fco nt- 2 0 b u ? atm«£ 

^^v"7i.-C^M, »±TIIU5-7p^-2- { (1- (3-bTyi? 
^/M^) - 2 - fc°P y y fV) 75/} -O-y^- b y /U ( 7 3 6mg) 

^«#HMT, 5-^n*-2- { (1- (3-t°y v^/M^) ~2-t° 
p y v^y^V) r ^ /} ^<>y- h (9 4 Omg) ©r^7t Ko77> 
(10ml) ^«-4 0°C^*PLfc 0 »T«T, U ^17 Av^ y^/Hf 
/>T 3: K ( 2 . 0M^7°^ y/-r b 7 t Kp77 y/^/W^^^ISffi ; 1 . 9 
9ml) SriRTbfco EJSf££®*fc^&£^#iI.U l0^m#Ufc o Rf£r® 

v^^r)A«, METmiiLfc 0 ftt>ntc®m v y 77 ^vu^ p b ^ 

77^ (n-^^^/g^^/V=2/l) ^ISU H^4^£««^ 
^•CML-CgiM (1 9 8mg) %mtc 0 
^-NMR (DMSO-de) 8 : 3.00 (2H, t, J=8.0Hz), 3.79 (2H, t, J=8.0Hz), 5.28 
(2H,s), 7.56 (2H, m), 7.83 (1H, d, J=8.0Hz), 7.90-8.10 (2H, m), 8.46 (1H, s), 



WO 02/14513 PCT/JPOl/06899 

223 

8.54 (1H, d, J=8.0Hz), 8.85 (1H, d, J=5.8Hz), 9.05 (1H, s) 
Mass (APCI+); 355 (M+H), 357 
1 3 

l~y<^iy;U-6-yM^-2, 3 -v>fc Kn — 1 H- t°n p[2, 3 -b]^ 
l-^/l/-2-fc°nU Ky (0. 8 4ml) ©^op^M (3ml) 

tt^v'lft (o. 5 i mi) SrJn&^irc 3 o 4>jf^^ N 2 -r s / - 5 

- y M n V ~ h!J /V ( 0 . 6 5 ml) %M zJt a Rj&tS^tl £ 3 B#Wfi& 
7*^) -O-y^HJ/V (1. 6 8g) &#fc 0 

5-7/^p-2- { (i-<y^-2-t o ny^yf» r^/} 

15 (5 0 0mg) ©f b7t Ynyyy (2ml) - 7 8 °C«*P tfc^=¥ 

f-^^^yifV^h ]) £AJft (3. 9 1ml) ©fb7tKP77^ (3 

mi) wmKnx.tc 0 mux*i 5ftmw&, M^ic-2ot$«L 

20 iffTll Lfc 0 # b y * pv^77^ (n-^ 

^^§^^=2/1) TltMU H^4^£^»^^/H«T:«L 
-C^Jgffc^ (6 0mg) £#fc 0 

^-NMR (DMSO-de) 5 : 2.99 (2H, t, J=8.0Hz), 3.72 (2H, t, J=8.0Hz), 4.95 
(2H,s), 7.25-7.65 (6H, m), 7.95-8.15 (2H, m) 
25 Mass (APCI+); 294 (M+H) 
1 4 

x Y-^n^e- 2, 3, 4-x b7t Kn^yyML 8]-+- 

y=f- y v^v- 5 — </ur ^ vwm. 

TK^T-by^^ (6 0%U7/W/V1SI) (4 4 0mg) £>N,N-v^ 
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<f-;V$ijVJ>T 5. K (1 0ml) fflm\Z2-t?'<]) (9 9 lmg) ^ 
5#H#it b (l.. 3 lml) &Jn?Ut 0 

(1. 3 0g) 

1 _^y^U_2-h 0 ^.y K> (5 6 7mg) <£>^pptJn/VA (3ml) 8BR|£ 

ir^ymV)^ (o. 2 9ml) Jpx.fc. £JS2S£^& ^mmWMk, >K7k 

SifigLT5-^n^— 2- { (l-^;>-2-^P ^Ur^) 75/} 
h V JV ( 1 . 0 5 g) 

5 2- { (l— <w;v-2 -v^yv-VTi/) tk;} s<yy 

n h y ( 1 . Olg) n-<^irV ( 5 ml) U ±&ft» (466 

15 mg) 4rJn£fc« N 1 5 5 °C"e 1 «jf# tfc 0 &£P^ 2 0 %tK»^ b U * A 

tk«^p^t p h= i o t tfcfi, ^ p p nvisA-xatom ltc 0 mmmzmn-k 

^WWavh^77^ (n— WW^^/W=9/1^3/2) T?*fr 
®[U H^4^^»^f-/^?^«LTSMft:^ (5 5 lmg) 
20 fc 0 

a H-NMR (DMSO-de) 5 : 1.85-2.00 (2H, m), 2.59 (2H, t, J=6.0Hz), 3.10-3.50 (2H, 
m), 5.12 (2H,s), 7.25-7.45 (5H, m), 7.80 (1H, dd, J=1.8Hz, 8.8Hz), 8.03 (1H, d, 
J=8.8Hz), 8.54 (1H, d, J=1.8Hz) 
Mass(APCI+); 368 (M+H), 370 

25 #%M 1 5 

2, 4, 5-rf7tKn-lH-7^t7 

[2, v^- 6-4 ^T^ymm& 

frmiki-hVVJ* (6 0%^7W/H«) (4 4 0mg) ©N,N-^/ 
WM7 5F (10ml) KSl' £ -*/P7^A (1. 13g) 
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gfitl 5 ^'^o5 K (1. 3 1ml) e^X.fc 0 EJSSl^ 

^!)^WP-7f^77^ (n-^^rf- W»^^/U= 1 / 1 ) X*WM L-N— 
5 ^^v 5 ^- £ - ti-tuy^^K (1. 7 2g) &|#fc 0 

N-^y^-E-*yn7^i^ (6 0 7mg) ©^nn*M (3ml) ^ 

it^^tt'jv (o. 2 9mi) mplTc 0 %mm&m&3i%fflMi&Mffi&, 

7K7|<»X-fc 0 HI- 2 0 h y ^ i^^M^fri U * n utJ^a 

10 IETMLTl--<^vv^-2- { (4-yp^-2-;/r;7x^) * 
/} ^iJ-t Kn-IH-Tift"^ (1. 0 8g) &#fc 0 

1—0-^-2- { (4-^0^-2-^77 71^) -f^/} ^f-t 
KP-lH-7f^ (1. 0 8g) fc-hP^y-t?^ (5ml) £$#U fiffc 
(4 6 3mg) ^BXLfctl, 1 5 5^ 1 tfc 0 ^«T^=-T 

is Tk^inxi-c pH= io^ Lfz^ks # o PTjvuA-e&tfcl Lfc 0 ttmasrffifli^ifak 

U^Wp-7^77^ ( n -A#y|f|i^=9/H3/2) -CttRU 
St 4«iSixf /witt^S LTilft:^ (4 7 5mg) &#fc„ 
m-NMR (DMSO-dg) 6 : 1.55-1.85 (4H, m), 2.71 (2H, m), 3.51 (2H, m),4.94 
20 (2H,s), 7.30-7.50 (5H, m), 7.84 (1H, dd, J=2.0Hz, 8.8Hz), 8.07 (1H, d, J=8.8Hz), 
8.60 (1H, d, J=2.0Hz) 
Mass (APCI+); 382 (M+H), 384 

mmn e 

Hy^7 7y-2-^;k) -2,3-^t Kn- 1 H-t°n 

25 n[2,3-b]^y v y-A-j/vr^y mmm. 

1-^^-6-7^^-2, 3-v?tKP-lH-fc , PP[2, 3-b]^r 
J V 4 -J/UT % V(140mg, 0.4mmol)£ h/^^lml^W U Pd(Ph 3 P) 4 
(12mg)£ 2M»by !7A7k^0.4ml, ^/7 7 y- 2 -^#p >Wt 
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mm lh» ^^n^v^yy ^ u * <^2 g , 

5 #fc D 

^-NMR (DMSO-de) 5 : 3.01(2H, t, J=8.0Hz), 3.74 (2H, t, J=8.0Hz), 4.95 (2H, 
s), 7.26-7.74 (12H, m), 7.97 (1H, d, J=8.4Hz), 8.19 (1H, d, J=8.4Hz), 8.75 (1H, 
s). 

Mass(ESI+); 392 (M+H) 
10 1 7 

6- (3-7tb7^7x-;U) -2,3-i^t Kn- 1 H-t° 
on[2,3-b]^y V>- 4— {/UT^y »i& 

l-^v f ;P-6~7'o ; &-2, Kn- 1 H-t°P p[2, 

-^T/UT ^ V(140mg, 0.4mmol)&- h/V^^lml^SB® U Pd(Ph 3 P) 4 
15 (12mg)^ 2M» h y >7^7R«0.4ml, 3 -T± hT ^ /7s^n>t 
(79mg)CQ^^y-/K0.5ml)t«^Px.9 0°C7?1 6 B#P^®£ Lfc 0 ®«^7k 

mm wmm & *s v % 7^pvf^77^^y* ^>2 g , mm^?- 
20 &«L7c 0 vmm*^? /-^xmrn^ mmm^Lxmmit^inmg)^ 

^-NMR (DMSO-dg) 5 : 2.09 (3H, s), 3.00 (2H, t, J=8.0Hz), 3.73 (2H, t, 
J=8.0Hz), 4.98 (2H, s), 7.35-7.64 (9H, m), 7.88 (1H, d, J=8.4Hz), 7.99 (2H, bs), 
8.01 (1H, d, J=8.4Hz), 8.44 (1H, s). 
25 Mass(ESI+); 409 (M+H) 

#%M 1 8 

1- (4-t e r t ~-ff-/Uy<yp;U) -6-7n*-2,3-^t Kn-1H- 
t°an[2,3-b]^r/ V V-A-4)VT%V imm 
l-^l/^;V-§-~? f v^-2, 3-> 5 tKo-lH-t:°nP[2, 3-b]^ 
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yjJy-4 -4)V7 % V(350mg, lmmol)^^^ nn^ y2mlMU BBr 3 
(1.4m])<HgTLfc 0 Mt?8R#|IIJl#Lfc8L tRtR^Ox., 3 0 %7kS£^ h 

7c 0 iJiil Wlffe^v 5 ^ n n ^ y^tfelft LT, 6-7n^-2, 3- 
v^t Kp- 1 H-t°D n[2, 3-b]3V U )VT% >-50mg^#fc o r 

H^N.N-v^ ^vWvW^T ^ Klml^#)W U 2 -tert-^/W ^ J - 2 - v 5 
xW5;-l,3-Wf^-k Kn- 1,3,2- ^Tif^^^U^ 0.088ml, 
4 - t e r t -y^vW-^v^K/P 5 K 0.060ml &M?L, t?fiT4 ONPifKJS 

xmm, w&mm lm» v- v * y^^^^h^yy^-(^v^^ 
*mKxtmm*m&Ltc a #m>*^# / -^xmmk, immkLxmmfc 

^-NMR (DMSO-dg) 5 : 1.27 (9H, s), 2.98 (2H, t, J=8.0Hz), 3.73 (2H, t, 
J=8.0Hz), 4.87 (2H, s), 7.29 (1H, d, J=8.2Hz), 7.42 (1H, d, J=8.2Hz), 7.48 (2H, 
bs), 7.81 (2H, s), 8.43 (1H, s). 
Mass(ESI+); 410 (M+H) 
1 9 

1- (4-V7;^y^) - 6 - ^n^-2,3-5?t Ko - 1 H-lf p op,3- 
b]^!Jy-4-W^ &&& 

3-v f tKn-lH-t°PP[2, 3-b]^ 
/!Jy-4-^;>7^ y(350mg, lmmol)£v^ on^>2 ml^« U BBr 3 
(1.4ml) SrSTFUfco 8 RftBHW* UttK tKtK^Px., 3 0%7k®Ht^l> 

fc D ^I±Mlita»^^^nn^^^^fe e H ft:UT, 6-^-2, 3- 
v>t Kn-lH-t°PP[2, 3-b]3V ]} y-4 — { /^T ^ y50mg&Wc o r 
ftfcN.N-v^ ^jv^KT ^ Klml^^f u 2 -tert-t/^vW 5 7 - 2 - v? 
^f-jVT^S -1,3-^7^^-1: Ka - 1,3,2- ^Tif/^^/^y V 0.088ml, 
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j±mm u»§r^> y # fly** 7Mpvf^77^ y ts f/v2g, mm^ 

5 &#fc 0 

^-NMR (DMSO-de) 5 : 3.00 (2H, t, J=8.0Hz), 3.74 (2H, t, J=8.0Hz), 5.06 (2H, 
s), 7.50-7.62 (4H, m), 7.82-7.90 (6H, m), 8.45 (1H, s). 
Mass(ESI+); 379 (M+H) 
2 0 

10 1- (3, h^>-<y^M -6-^n^-2,3-v J t Kn-lH-t° 

l-^>-v7V-6--/n^-2, 3-v^t Kn- 1 H-bTP p[2, 3-b]^ 
;Uy-4 ->T JUT ^ V(350mg, lmmol)&^ n n ^ * ^ 2 ml^« U BBr 3 
(1.4ml)«TLfc: 0 '.Sffltf 8NFlWtt9* Lfc« N **&2jn*L, 3 0%«fttb 

15 y ^ATK^^-CT/^y^U ^/ ^£^tr^pP;^^Tttfct]L 
fc. j*BE«l8LglS**^nn7«^^b«g*{kLT N 6-7^-2, 3- 
v^t Ko-lH-t°nn[2, 3 -b]^/ JJ ^- 4 -- f/VT 5 ^50mg£#fc o £ 
tl£N,N-v^ KlmlKi&flfU 2 -tert-:/9vWf 5 / - 2 - v 5 

^^T^/-l,3-v ? ^^/W>°-fc Kn-l,3,2-S?T1f^*y^ 0.088ml, 

20 3,5 - i?J h ^-i/^^-fn % K 75mg£*n?U Mt?4 0 mmfcfo Ltc 0 

its mmmm \^wm® z^y* ^^nvf^y^-^y* ^>2 g) 

25 (17mg)£#7i 0 

^-NMR (DMSO-de) 6 : 2.98 (2H, t, J=8.0Hz), 3.70-3.74 (8H, m), 6.42-6.54 (3H, 
m), 7.48 (2H, bs), 7.80 (2H, s), 8.43 (1H, s). 
Mass(ESI+); 414 (M+H) 
##M 2 1 
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1- h^-y^yp/l-) -6— :/n*— 2,3— Kp- lH-t°on 

[2,3-b] * j y 4 - 4 )V7 % v mm. 

l-^Si?/V-Q-^fu^:-2, 3-Z?h Ko-lH-tfPB[2, 3-b]^ 
5 >(350mg, lmmol) ^Pn^>2 ml£®$S U BBr 3 
5 (1.4ml)£$TFLfc 0 SS-C8«jt#L^, fcjkfcJniL 3 0%7K^f^h 
y !>MSf»tTr^*!Jtt(:U ^ / p p 7 ^ ^TtttB L 
fc D ^JiiifllLa^^^^OD^^V^b^^LT, 6-^n^-2, 3- 
i?tKP-lH-tfpn[2, 3 -b]3V y ^-4-^/1^7'^ V50mgtr#fc o r. 
tt&N.N- T-AoftAsJ* T 5 Klmlf^f L> 2 -tert-^/M' * / - 2 - v> 
10 xW5;-l,3-^f^k Kp -1,3,2- v^Tif^^/is U y 0.088ml, 

4-7 ^^y^'n^ K 0.045ml^D^, 4 0 S«EJ£ Lfe 0 * 

t$j±}§*i \jmm**s y * 7^p^h07^-e>^ ^>2g, mm 

(17mg)£#fc 0 

iH-NMR (DMSO-de) 5 : 2.95 (2H, t, J=8.0Hz), 3.69 (2H, t, J=8.0Hz), 3.75 (3H, 
s), 4.85 (2H, s), 6.95 (2H, d, J=8.8Hz), 7.33 (2H, d, J=8.8Hz), 7.45 (2H, bs), 
7.84 (2H, bs), 8.43 (1H, s). 

20 2 2 

4.(4.7 1 ^/Kl- tVy >/^/k)-l-(2,3,4,5-f f7t KP-lH-3-^^XTi? tV-7- 
^>i-^;v 3i£«: 

1 ) 2,2,2- h y 7/^P-l-(l,2,4,5--r h 7 fc KP-3H-3-^XTir 1^-3-^)- 

25 2,3,4,5-7" h 7 fc KP-lH-3-^^XTif fc 0 ^ (15 g) t h U ^7V^T 5 ^ (51 

ml) ©rf7t Kn7 7>' (THF; 100 ml) 88ft fc: h y y;V$-uffi@MfoVl> (31 
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4 - (7 /Vtr;V^y-l/mWt^^= 4 / 1 )^m% LxmMit^ (25 g)&# 

1 H-NMR (CDC1 3 ) 6 : 2.95-3.05 (4H, m), 3.65-3.85 (4H, m), 7.10-7.30 (4H, m) 

2) 4-^n^-l-[3-(2,2,2- b V 7 )V3rxiT J z=5-)Vy% c Z>£*>- : f V 7 Kp-1H-3--< 
>X7f tfV-7-f 7 ^ 

2,2,2- b y 7^tn-l-(lM5-rb7t Kn-3H-3--<yXTif 
i^yy (10 g) © v?^ u a 7 * V (70 ml) y iv? n y K 

(4.8 ml), i^7V^^!7i>. (8.2 g) ^D^L, ^fiT? 3 fffl£|# Lfc 0 SJ^$£r 

m (5.9 g)&#7c 0 

1 H-NMR (CDC1 3 ) 5 : 2.20-2.40 (2H, m), 2.95-3.10 (4H, m), 3.17 (2H, t, J=7.0 
Hz), 3.56 (2H, t, J=6.4 Hz), 3.65-3.85 (4H, m), 7.20-7.30 (1H, m), 7.75-7.85 (2H, 
m) 

3) 4-(4-7^^/Wl-t°-<y ^^/l/)-l-[3-(2,2,2- h V 7/Vtn7tf^)-2,3,4,5- 

rh7t Kp-iH-3--o-XTif /y 

4-^n^-i-[3-(2,2,2- 1> V 7 jviru Tir^)-2,3,4,5-x h7t Kn-lH-3--<^ 
7<r^i\fy-l-^ jV\-\-7^ J y (100 mg), l-y^^V^^y-Jy (0.043 ml), 
fcmXV !7A (35mg):££tF N,N-i^^WM7 5: K (DMF; 3 ml) 

#j^8o°c-c2 0#r H m^bfc o &$m*fczmm, mm^^mmvtc 0 & 

Lfc a W&M&V y # 5^n-7h^97-f- (/ /i^/w^lh 
^= 1 / 3 Kit®! (72 mg)<H#fc 0 

1 H-NMR (CDC1 3 ) 5 : 1.91-2.05 (2H, m), 2.47 (2H, t, J=6.8 Hz), 2.55-2.65 (4H, 
m), 2.95-3.05 (6H, m), 3.10-3.20 (4H, m), 3.60-3.80 (4H, m), 6.80-6.95 (3H, m), 
7.20-7.30 (3H, m), 7.75-7.85 (2H, m) 
MS (APCI+): 474 (M+H) 

4) 4-(4-7x^/l/-l-tV7^^;i,).i.(2 ! 3 1 4 1 5-f b 7 t KP-lH-3-<^XTif tf 
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y.^ jvyi-~f$ jv 3 m&M 

4.(4.7^^ /Wl-fc p ^7^—/l<')-l-[3-(2,2,2- h U 7/l'tPTtf;I/)-2,3 ) 4 > 5-T 
b7t Kn-lH-3-OXTif t°^-7-^/^]-l-y^7^ (58 mg) <D~/ J —}V (1 
ml) 1M y £ A7kf§Wl (0.24 ml) &Mz.Mm.X* 1 . 5 L 

^-^.1.^7^-^.1.(2,3,4,5-7 f 7 1 Kn-lH-3--<>XTif fc°^-7-f A> 
l-:7> 7 ^*r#fc„ r © t 1 S.^bTkmM^^^tTM LT i 
(22 mg) &#fc 0 

10 1 H-NMR (T)MSO-d 6 ) 8 : 2.00-2.20 (2H, m), 3.10-3.40 (16H, m), 3.50-3.65 (2H, 
m), 3.70-3.90 (2H, m), 6.87 (1H, t, J=8.0 Hz), 7.00 (2H, d, J=8.0 Hz), 7.27 (2H, 
t, J=8.0 Hz), 7.38 (1H, d, J=8.4Hz), 7.80-7.85 (2H, m) 
MS (APCI+): 3 7 8 (M+H) 

mm\ 22 1 mm\z LT&.T<Dik&mzmmvtz 0 

15 ##M 2 3 

^^-(l^^yy'^^t^-S-f/M f-JV)-l-^7 v^/^-l-(2,3,4,5-x h 7 
t K n -lH-3-^y XT if V-7--Y /l/)-l-:7** 7 V 3 JgHig 
1 H-NMR (DMSO-d 6 ) 5 : 2.00-2.15 (2H, m), 3.00-3.20 (12H, m), 3.25-3.80 
(10H, m), 6.07 (2H, s), 6.98 (lH,d, J=8.0 Hz), 7.05-7.15 (1H, m), 7.27 (1H ( m), 

20 7.37 (1H, d, J=8.0 Hz), 7.75-7.85 (2H, m) 
MS (ESI+): 436 (M+H) 
#%$J 2 4 

4-(4-^7Xt Ky/Kl-t°^7v ? -/l-)-l-(2,3,4,5-7 i b7t Fn-lH-3--<^Xrif 

25 1 H-NMR (CDC1 3 ) 8 : 1.55 (4H, m), 2.20-2.60 (12H, m), 2.80-2.30 (8H, m), 
4.21 (1H, s), 6.85-7.60 (13H, m) 
MS(ESI+): 454 (M+H) 

##M 2 5 

4_(4_^Xt V])/V-l-h°^7^^)-H2,S,4,5-y : -h7^ Kn-lH-3-^XT-tf 
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;v 3 mmm. 

1 H-NMR (DMSO-d 6 ) 5 : 1.40-1.80 (4H, m), 3.00-3.40 (12H, m), 3.50-4.00 (9H, 
m), 7.00-7.80 (13H, m) 
MS (ESI+): 454 (M+H) 

5 #%M 2 6 

4-{4-[t^(4-7/Vtn7x^/V)^ ^;V\-l-\£^7 v J ^/H-l-(2,3,4,5-x b 7 t Kn 
-lH-3-^^XTif fcV-7-f /v-)-l-:/^ J y 

1 H-NMR (CDC1 3 ) 5 : 1.80-2.00 (2H, m), 2.25-2.55 (10H, m), 3.90-4.00 (10H, 
m), 4.18 (1H, s), 6.90-7.00 (4H, m), 7.15 (1H, d, J=8.2 Hz), 7.25-7.50 (4H, m), 
10 7.50-7.80 (2H, m) 

MS(ESI+): 504 (M+H) 

##i2 7 

4-{4-[t^(4-7/^n7^^yV-)^^/H-l- t0 ^7^^}-l-(2,3,4,5-x t Kn 
-lH-3--<^XTif t°^-7-^^)-l-^> yy 3 
15 1 H-NMR (DMSO-d 6 ) 5 : 1.90-2.15 (2H, m), 2.60-3.80 (21H, m), 7.10-7.30 (4H, 
m), 7.37 (1H, d, J=8.4 z), 7.40-7.95 (6H, m) 
MS(ESI+): 504 (M+H) 
##$J 2 8 

4-{4-(4-^ p n^yv i ;U)-l-tV7i?-/^4.(2,3,4,5-f h7t Kn-lH-3-^<^X 
20 T'£t 0 y-7-4sV)-l-'7# S > 

1 H-NMR (DMSO-d 6 ) 5 : 1.80-2.00 (2H, m), 2.30-2.55 (10H, m), 2.85-3.00 
(10H, m), 3.45 (2H, s), 7.10-7.30 (5H, m), 7.65-7.75 (2H, m) 
MS(ESI+): 426 (M+H) 
##M2 9 

25 4-{4-(4-^ u o^<y^/l/)-l-tr^7^=M-l-(?,3,4,5- , 7 l h 7 fc 

rif t° tvyi-'f^/'y 3 

1 H-NMR (DMSO-d 6 ) 5 : 1.95-2.10 (2H, m), 3.00-3.95 (20H, m), 4.20-4.40 (2H, 
m), 7.38 (1H, d, J=8.4Hz), 7.53 (2H, d, J=8.4 Hz), 7.68 (2H, d, J=8.4 Hz), 7.75- 
7.85 (2H, m) 
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MS(APCI+): 426 (M+H) 
3 0 

4-{4Kl-t7f^^ f ;V)-l-tf^7^H-l-(?,3,4,5-7 i b 7 1 

1 H-NMR (DMSO-dJ 6 : 1.85-2.00 (2H, m), 2.21 (2H, m), 2.35-2.60 (8H, m), 
2.80-3.00 (10H, m), 3.88 (2H, s), 7.14-7.19 (1H, m), 7.40-7.55 (4H, m), 7.65- 
7.90 (4H, m), 8.25-8.35 (1H, m) 
MS(APCI+): 442 (M+H) 

mm* 3 1 

4.{4.(l-t7f^^ f^)-l-hV7iJ-;i,}.i.(2 ) 3 ) 4 ) 5-r h 7 1 Fn-lH-3-^VX 

1 H-NMR (DMSO-de) 8 : 1.90-2.10 (2H, m), 3.00-4.00 (22H, m), 7.30-7.40 (1H, 
m), 7.50-7.70 (2H, m), 7.75-8.15 (6H, m), 8.35-8.45 (1H, m) 
MS(APCI+): 442 (M+H) 

##M 3 2 

N-[2-(4-^>'v ; /^t 0 ^7v ; >'-l-'l'^)^^/H-2,3,4,5-^ Yv t Kn-lH-3-^^X 
Ti?t°>--7-#/W^>1^ K 3J»m 

1) 1,2,4,5-x Kn-3H-3-^^XTif t°>-3-^/^T/^xt K 
mAmWk (18ml) (54ml) Id&bUU SiaTXi^iBflH^U^c - 

<Dm&m\Z- 2,3,4,5-rf7t Kn-lH-3--<^Xrif (9.5 g) W^^^ 
(5ml) £tK7£T#§T&AL7c 0 ifit3 0^Sm W«J±T»b/c 0 

fli^ft (9. 3 7g) 

1 H-NMR (CDClg) 5 : 2.85-3.00 (4H, m), 3.45-3.50 (2H, m), 3.64-3.70 (2H, m), 
7.10-7.20 (4H, m), 8.15 (1H, s) 

2) 7-Tir^-l,2,4,5--r b7t Kn-3H-3-^>XTi?t^-3-#/l^T/^T k K 
1,2,4,5-r h 7 Kn-3H-3-^<^XTif t 0 V-3-^/^T/^ t K (4.50 g) £ 

TtWDU K (2.01ml) O^nnx^y (25ml) S^lC^/fcT/t^ 
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(12.0 g) %Mz.fz. a mM&m%m^i smmmw^, tKtk^mu 
(mm^^mmLxmmi^m (3.26 gwm^ 

5 1 H-NMR (CDC1 3 ) 8 :2.60 (3H, s), 2.90-3.05 (4H, m), 3.45-3.55 (2H, m), 3.65- 

3.75 (2H, m), 7.20-7.30 (1H, m), 7.50-7.80 (2H, m), 8.16 (1H, s) 

3) 3-*^^^-2,3,4,5-Tf7t Kn-lH-3-^^XTi? t 0 ^-7-^7/^V^ 
7^mti- h y tyl* (4.7 8 g) (70m 1 ) £7-Ti?5^-l,2,4,5-7" h 

7t Fn-3H-3-^:/XTi?fc°>'-3-#/l'^T/l'Tt K (3.24g) ©i^MJ-y (50 
10 ml) jSE?RSrJn^fc«, H* (2.31ml) ^>K^TMT bfc 0 Rj©S^Sr*?&- 

tR n ^-^7^IH7i:»L-CSM^^ (2.11g)&#fc 0 
1 H-NMR (DMSO-d 6 ) 5 : 2.85-3.00 (4H, m), 3.45-3.60 (4H, m), 7.32 (1H, dd, 
15 J=2.2,7.6Hz), 7.72-7.80 (2H,m), 8.12 (lH,s) 

4) 2,3,4,5-7" fyt Kn-lH-3--<^Xrift 0 ^-7-^/^>^ 
3-^^K2,3,4,5-f b7t Kn-lH-3-^>XTift°V-7-77^>^ (1.0 

g) (Dmmk (50mn mm* 1 o o°ct- 1 2B#w#Lf' D mm*m±rm 

Wtiks nbtitcmfcZZMU tK, ^-TVi'Til&^LTgJlft^ (990m 
20 g)«r#fc„ 

1 H-NMR (CDC1 3 ) 5 : 3.18 (4H, m), 3.46 (4H, m), 7.33 (1H, d, J=7.8Hz), 7.76 
(1H, d, J=7.8Hz), 7.78 (1H, s) 

5 ) 3-(tert-X p ^#/i^-^)-2,3,4,5-T- b y Kta-lH-3-^yXTif fc°^-7- 

25 2,3,4,5-7" h7t Kn-lH-3--<^Xrif t°^-7-^/^>^ (300m g ) £ 1 & 

^Tk^ft^b V l^ATKWe (2.64ml) , tK (2. 5ml) , rf7tKn77 
y (2. 5ml) -^^^-tert-X^/1^ (0.33ml) &M?L, £MX 

2mmmwhtc 0 yby^v^yy^^mmrmm^ 7Kii«r5%«**^y 
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m^mk^y^yt^nmu mm^m±Tmmvxmmi^m (344m g )£ 

1 H-NMR (CDC1 3 ) 5 : 1.49 (9H, s), 2.95-3.00 (4H, m), 3.55-3.60 (4H, m), 7.23 
(1H, d, J=8.4Hz), 7.86 (1H, s), 7.89 (1H, d, J=8.4Hz) 
5 6 ) tert-^f-zv 7-({[2-(4-^>vvH^7 sV)^jV\T 5 /}Ufl/i$~ 

7^-1,2,4,5-^ b 7 1 Kn-3H-3--<^XTif t°>--3-^^>^ V- b 

v-T/ U i^v^^/V (0.086m 1 ) ^3-(tert-^ f ^#/Vtf;^)-2,3,4,5-^ 
by t Kn-lH-3-^VXTif t°>--7-*/^V^ (150m g) s 2-(4-^<^v J /H:°^ 
7i;y.M;l/)i^7>y (124m g) x hV^/^T^^ (0.079ml) (D 
10 DMF (5ml) t«»x.fc a 1 5B#P^»f^ tK^IRU 

(n--^f-^/«^f-^=l/2)TflMUTSM^^ (199mg)£#fc 0 
1 H-NMR (CDC1 3 ) 6 : 1.49 (9H, s), 2.50-2.65 (8H, m), 2.59 (2H, t, J=6.0Hz), 
15 2.90-3.00 (4H, m), 3.53 (2H, s), 3.45-3.60 (6H, m), 6.81 (1H, m), 7.15-7.35 (6H, 
m), 7.45-7.60 (2H, m) 
MS (ESI+): 493 (M+H) 

7) N-p^y^t'^y^y-l-^/^xf /k]-2,3,4,5-T h7 t Kn-lH-3-^ 
^-XTif \?y-l-H/VT$*f- * K 3 

20 tert-T'^ l-{^-(^-^^jV\£^y^V-\-^jV)^jV\T % 

1,2,4,5-x hyt Kn-SH-S-^^XT-^fc^-S-^/^^v-l^-b (199mg) £ 
1 ^m7k«^7^M«T« UT g 6«Kb-a^fe (126 mg) £r#fc 0 
1 H-NMR (DMSO-dg) 8 : 3.00-4.00 (20H, m), 4.35 (2H, m), 7.30 (1H, d, 
J=7.8Hz), 7.40-7.50 (3H, m), 7.60-7.70 (2H, m), 7.70-7.80 (2H, m), 8.84 (1H, 

25 m) 

MS (ESI+): 3 9 3 (M+H) 

32 t mm?- LT##M 3 3-3 9 ^ft^^^it Lfc„ 
##M 3 3 

N-[2-(4--<yXt K !) /l^t°^7 v'y-l-^/^f ^-2,3,4,5-t f 7 t Kn-lH-3- 
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IlXi : 2 3 8mg 

1 H-NMR (DMSO-de) 5 : 3.00-4.00 (21H, m), 7.25-7.40 (8H, m), 7.60-7.90 (5H, 
m), 8.89 (1H, ra) 
5 MS (APCI +): 4 6 9 (M+H) 

3 4 

N-[2-[4-(4-^ p n^l/i?;v)¥^y?y>-l-j;l<]^/V]-2,ZAZ-v- h 7 1 Kp-1H- 
3-^XTi<? t 0 V-7-^7^>f-5 K 3i^& 
M : 1 9 8mg 

10 1 H-NMR (DMSO-de ) 6 : 3.00-4.00 (20H, m), 4.31 (2H, m), 7.30 (1H, d, 
J=7.8Hz), 7.45-7.80 (6H, m), 8.85 (1H, m) 
MS (APCII+): 4 2 7 (M+H) 
##$| 3 5 

N-(2-{4-[t^(4--7 7^0.7 ^^/l-)^^/^^y ^}^^)-2,3,4:,5-7- 
15 t Kn-lH-3-^<^XTif fc°^-7-*^#>f-5 K 3i«j£ 

IR4 : 1 4 8mg 

1 H-NMR (DMSO-dg) 5 : 3.00-3.45 (16H, m), 3.50-3.80 (5H, m), 7.15-7.40 (5H, 
m), 7.50-8.00 (6H ; m), 8.90 (1H, ra) 
MS (APCI+): 5 0 5 (M+H) 
20 3 6 

N-[2-(4-^V^/ut°^<7v ; ^-l-^/^^]-2 ; 3,4 ; 5-7 i b7t Kn-lH-2-^OX 
Tif tV-8-*/^>f-^ K 3E8t&. 
Ifcfi: : 1 3 9mg 

1 H-NMR (DMSO-dg) 5 : 1.80-2.00 (2H, m), 3.00-4.20 (18H, m), 4.37 (2H, m), 
25 7.30-7.80 (6H, m), 7.80-8.05 (2H, m), 8.95 (1H, m) 

MS (ESI+): 3 9 3 (M+H) 
3 7 

N-[2-(4-^yXt K U ^t°^7 v'y-l-^/^xf ;H-2,3,4,5-T h 7 t Kn-lH-2- 
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UM : 2 0 1 mg 

1 H-NMR (DMSO-dg) 5 : 1.75-1.95 (2H, m), 2.95-4.20 (18H, m), 4.35 (1H, s), 
7.30-7.45 (7H, m), 7.60-8.00 (6H, m), 8.97 (1H, m) 
MS (ESI +): 4 6 9 (M+H) 

5 ##M 3 8 

N-[2-[4-(4-^ n P^y^t^y^y-H /^^]-2,3,4,5-x h? t Hn-IH- 
1R* : 2 0 5 mg 

1 H-NMR (DMSO-de) 5 : 1.80-2.00 (2H, m), 3.00-4.00 (18H, m), 4.36 (2H, s), 
10 7.36 (1H, d, J=8.0Hz), 7.52 (1H, d, J=8.4Hz), 7.69 (1H, d, J=8.4Hz), 7.89 (1H, 
d, J=8.0Hz), 8.00 (1H, s), 8.94 (1H, m) 
MS (ESI+): 4 2 7 (M+H) 
###|J3 9 

N-(2-{4-[^(4-7;Utn7x=;l')^ f-A^f^y v f ^-l-^M^^)-2,3,4,5-7 i 
15 hy t Kn-lH-2-^<^XTif fc°^-8-#/i^>f- 5 K 3&Sfei& 

ItXi : 3 2 5mg 

1 H-NMR (DMSO-d 6 ) 5 : 1.80-2.00 (2H, m), 3.00-4.50 (19H, m), 7.20-7.40 (5H, 
m), 7.60-8.10 (5H, m), 8.97 (1H, m) 
MS (ESI+): 5 0 5 (M+H) 

20 ##M4 0 

2-^y^7>-N-(2-{4-[ fcf ^/U] hV<7 v^-l-^* 
y^A^S-f h7t Kn-lH-2-^y^rft°y.8^M>t^ K 3«I 

#%M32(Di) ~4) \mmLttmtmm^Lx&&Ltc2M,s-^^7 

t Kn-lH-2-^VXTif t°>--8-#/i^>^ (200mg) fc^V^/l^n * K(0. 
25 2 3ml), ^Sb&y^ (267m g) N DMF (10ml) £>il£-&&gm-C 2 

•7^V^T«U W«J±T^lg-r5i: 2-0^-2,3,4,5-7- b -7 1 
KP-lH-2-^^XTiftV-8-^7/^V^ (89mg) j&s#bftfco £©t> 
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#tM3 2©6) ~7) immLtcjjmtmm^Lxmmik&yo uo4m g ) & 

1 H-NMR (DMSO-d 6 ) 8 : 1.85-2.05 (2H, m), 3.00-4.70 (21H, m), 7.23 (4H, m), 
7.35-7.50 (4H, m), 7.60-7.80 (6H, m), 7.90-8.00 (2H, m), 8.97 (1H, m) 
5 MS (ESI+): 5 9 5 (M+H) 

##M4 1 

N-[2-(4-^yX't Ky^t°^yv ; > / -l--i'/l-)^^H-N-^> / v J /^-2,3,4,5-7 i hyfc 
Kn-lH-3-^:/XTi?fc 0 V-7-#/l'^1^ K 3StI 
2-(4-^<yXt K y yl-t 0 ^7 v^-l-f iVp^-A/T % V (275m g ) x *<>XT 
10 /V7t K (0.15ml) , ^\-*^7-*/--f (lg) *3«tt>V^/-^ (5ml) 

aifbfc 0 #fefrbfc^<ZM*/~/V-THF (3 : 2 ;Bml) 7^7 
fcHniSS&^r!;^ (56mg) Srflnx., 1 7 WmM # Ufc 0 

15 7K^»fI, »«^^^!>A-e^Lf' 0 «S:Mi±TMIi-r5 N-[2- 

Ky/i^t°^7v ; ^-i--i'7^^]-N-^>'v 5 /vr ^ (245m g ) ^ 

#&ftfc 0 ##^J3 2C0 6) ~7) jclBmUfe^i^cUT 

$tMtt&Vs (154m g) Sr^bfc. 

1 H-NMR (DMSO-dg) 5 : 2.90-4.00 (21H, m), 4.58 (2H, m), 7.10-7.50 (12H, m), 
20 7.50-7.90 (3H, m), 

MS (ESI+): 5 5 9 (M+H) 
4 2 

N--<>'v ? /WN-{2-[4-(4-^ n P^^vv^fc'^y -Jy-l-^ /V\^.=f-;V}-2,ZA,^ Y 
7 t Kn-lH-3--<^XTif t°^-7-^/^>f- 5 K 3 jUHL 
25 ##M 4 1 £ LT$^3t LfCo 

1 H-NMR (DMSO-ds) 6 : 3.00-3.80 (20H, m), 4.37 (2H, m), 4.59(2H, m), 7.10- 
7.50 (5H, m), 7.53 (2H, d, J=8.0Hz), 7.70 (2H, d, J=8.0Hz) 
MS (ESI+): 5 17 (M+H) 
##M4 3 
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1) 7.^ hn-3-(b y y^aTt^^-Tf^t Kn-lH-3--<^Xrif 

5 3-( b U 7^07*^)- 2,3,4,5-x h 9 fc Kn-lH-3-^^XTiftfV (500 

mg) 7)« (3ml) #»tK^T«^ 9 * A (229m g) SrJnfcfc. 

T3Eiwt, 7Ktk^»l, ^^^-ettHi lt> d m&m*mmwfc& 

fc 0 V y # <^>7J 7^B^F^77-f- (n-^=¥f - WH^^/l-4/1) 

10 LT&Bfc£W (295 mg)&#fc„ 

1 H-NMR (CDC1 3 ) 6 : 3.05-3.15 (4H, m), 3.70-3.86 (4H, m), 7.30-7.38 (1H, m), 

8.02-8.10 (2H, m) 

MS (APCI-): 2 8 7 (M-H) 

2) 3-(b y 7;^n7tf^)-2,3,4,5-7 b^fc Rp-lH-3-^XTir 

15 s; >- 

7.- h n-3-( h y 7;vtn7tf^)- 2,3,4,5- h7t KP-lH-3--<>'XTi£ ^ 
V (lOOmg) , Jfi^X(D)2^l»(3 9 lmg)*5j;OTMF (2ml) <E>ig<g* 

20 T»«^t-«t*«ft^«l (85m g) tmbtitc 

1 H-NMR (CDC1 3 ) 5 : 2.80-3.00 (4H, m), 3.60-3.80 (6H, m), 6.45-6.52 (2H, m), 

6.85-6.98 (1H, m) 

MS (APCI+): 2 5 9 (M+H) 

3 ) 3.(4Xyi?;Hf^7 /U)-N-[3-( h y T-i?^)-2,3,4,5-7 i h 
25 7t Kn-lH-3-^O-XTif \fV-l-A)V\fu fcT;*-^ K 

VT7 y >-@£v^^ (0.050m 1 ) &3-( b V Tir^/U)- 2,3,4,5-t" 

t Kn-lH-3--<vXrift 0 ^-7-T^^ (77mg) x 3-(4-^y^t^7^ 
iz-l-^/l^/n (I05mg) , hy^^T^^ (0.137ml) (D DMF 

(3mO usttu. &j&foMh&mmxi 5#mtim. TR-c^ut, 
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1 H-NMR (CDC1 3 ) 5 : 2.40-2.80 (12H, m), 2.90-3.00 (4H, m), 3.95 (2H, s), 3.65- 
5 3.85 (4H, m), 7.00-7.50 (8H, m) 

MS (APCI+): 4 8 9 (M+H) 

4) 3-(4-^y^k^7^V-l-'l'/V)-N-(2 ) 3 ! 4,5-7 h9 1 Kn-lH-3-^^XTi? 
t° ^-7-4 jV)-?u % K 

3<4-^^^/Hf^<7t?^-l->f /V)-N-[3-( h y 7/^nTir^)-2,3,4,5-7^ h 7 t 
10 Kn-lH-3-^^XTif t°y-7--f ^]7°p t 0 ^-^^ K (64 mg)<Z>^ ^ J — (1 ml) 

fm\Z. 1M y £ J»#Xm. (0.39 ml) SrJtJfcga&T? 1 . 5 RSffljtft Lfc 0 

-C»m> 'M7]<«^^v">^-e»U, ^EETt«^W*t«^^ (31 
m g) £r#7c 0 

15 1 H-NMR (CDClj,) 5 : 2.35-2.80 (12H, m), 2.85-3.00 (8H, m), 3.51 (2H, s), 7.03 
(1H, d, J=8.0Hz), 7.15-7.35 (7H, m) 
MS (APCI+): 3 9 3 (M+H) 

5) 3-(4-^^v ? /^t°^7^^-l-^/l')-N-(2,3,4,5--r b7t Kn-lH-3-^vXTif 
t° y. 7 .j jv)-fn MUrlr % K 3 £Bfe£ 

20 3-(4-^V v^/^^y >>y -1-^ ^-^(2,3,4,5-7 h 7 t Kn-lH-3-^VXT-t? t D 

y-M/^nW^K (27m g) 1 ^^^^Bfe^^SS^T^a L 
T S lHrfb£#J (4.0 mg) «r#fc. 
MS (APCI+): 3 9 3 (M+H) 

##M4 3 i:P^LT##^j4 4 33«fO«4 5©ft^l) &$S5tL;fc„ 

25 4 4 

3-(4-^yXt Ky/^t°^7v ; y-l-'i'/l/)-N-(2 J 3,4,5-7 i b7t Kn-lH-3-^XT 
if t ° ^.7.^ ^)7" p tf ^ ^ K 3 
IK* : 2 4mg 

1 H-NMR (DMSO-de) 5 : 2.80-3.80 (21H, m), 7.10-7.70 (13H, m), 10.30 (1H, 
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m) 

MS (ESI+): 4 6 9 (M+H) 
##0ij4 5 

3-[4-(4-^ n P^^i^)fc°^7.v^-lHVH-N-(2,3,4,5-7- f y fc 

xr if t° ^-7--r Dt°tt^K 3 mm. 

I|X Jb : 7 3 mg 

1 H-NMR (DMSO-de) 8 : 2.80-4.00 (20H, m), 4.33 (2H, m), 7.12 (1H, d, 
J=8.0Hz), 7.35-7.60 (4H, m), 7.60-7.75 (2H, m), 10.36 (1H, m) 
MS (ESI+): 4 2 7 (M+H) 
##M4 6 

3'-{({2-[4-(T 5 J y/^~Jls)y ^~M^M[(&)-3-y ^~^-2-y°n^; J ;U]T 
^y)^f"M-N-[2-(l-t 0 P V ^^;V)^;V\[l,V-\fy^zz.;V\.^-t)J^^^ K 

1) 3-7'n^--N-[2-(l-t°p V i/~;v)^/v]7 K 
3-^a^^S#Pi (5.00 g) <D N.N-^^W/^T^; F (DMF; 60 ml) ^ 

i-(2-r ^ /xf/v) t°a y ^> (4.34 g) , ^ryy ^n^^/v (5.57 

ml) *3&XfihV^/l'T$^ (10.4 ml) ^ 16 0#M#tfc o SiS 

&m (6.31 g) £#7c 0 

1 H-NMR (CDC1 3 ) 8 : 1.70-1.90 (4H, m), 2.50-2.60 (4H, m), 2.70 (2H, t, J=6.0 
Hz), 3.45-3.60 (2H, m), 6.86 (1H, s), 7.30 (1H, t, J=8.0 Hz), 7.60 (1H, dm, 
J=8.0 Hz), 7.70 (1H, dm, 8.0 Hz), 7.93 (1H, t, J=1.6 Hz). 

2) 3"-*/l^/WN-[2-(l-t°P y v ; =7i.)^^][i ) i-.tf 7 ^-^].3.^^^>f-^ 

K 

3-^p^-N-[2-(l-t°n y i?^;u)^/U\yau^;vjj/U7$$-y-* K (6.31 g) (D h 
^ 1/ (50 ml) WiU^y i? Ky \- y MJ7x =7^^ 7 4 ^ (735 
mg) *3.fctf2M ^H7" b y !7 (21.2 ml) $ h\Z. 3-*/l^^ 

u^m (3.49 g) <£cc*/-/t/ (15 ml) ^«*n^T90 o C X 15 Mlt#L7t, 
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(6.83 g) £#fco 

1 H-NME, (CDC1 3 ) 8 : 1.95-2.35 (4H, m), 2.95 (2H, m), 3.30-3.50 (2H, m), 3.80- 
3.40 (4H, m), 7.40-7.60 (2H, m), 7.76 (1H, dm, J=8.0Hz), 7.85 (1H, dm, 
5 J=8.0Hz), 8.00 (1H, dm, 8.0Hz), 8.09 (1H, dm, J=8.0Hz), 8.25 (1H, bs), 8.40 
(1H, bs), 8.41 (1H, m), 10.10 (1H, s). 

3 ) 3'-[{2-[4-(T ^ / 7,;i>-fo^7V)y ^z=-;V\^/V}T ^]-N-[2-(l- k°n V 

3'-/t^^-N-[2-(l-t: 0 P ]) Z/^jv)^jV\[i,V-\fy ^-W-S-jj/vtf^f-* K 
10 (3.81 g) (DJ. $ (50ml) WB\^ 4-(2-T 5: / yx/ufryr ^ 

K (2.37 g) *5.fctf *\s*=L7—y-7x 3 A (4.0 g) %Mz.Tz.^ Ifit 1.5 
vmMWL± 0 ^.m^m^T-Vv^Ynyyy (THF) -?«JLfcf£, *u 

F (1 : 1) (Dm&mW. (100ml)^^?L, h V $ A (0.89 g) 

(3.71 g) &#fc 0 

1 H-NMK (CDC1 3 ) 5 : 1.75-1.85 (4H, m), 2.55-2.65 (4H, m), 2.78 (2H, t, 
20 J=6.0Hz), 2.85-3.00 (4H, m), 3.60-3.65 (2H, m), 3.87 (2H, s), 7.05-7.15 (1H, m), 
7.20-7.60 (6H, m), 7.65-7.85 3H, m), 7.84 (2H, d, J=8.4Hz), 8.05 (1H, s). 

4) 3'-{({2-[4-(T^y^/^-/^)7^^/k]^M[(E)-3-7^^/W2-7 I> n-<y^ 
;V\T % ^}-N-[2-(l-t a n ]} i?=-;v)^J-/V\[l,V- fcT 7 zc^/V\a-% /V^y- 
S K 

25 3'-[{2-[4-(T 5 J 7M=/l/)7x-;k]xf/47 5 J * ^7l"]-N-[2-(l- t'njj^ 

-/U)^^].[l ( l'-lf7^^7V]-3-^;^>i^^ K (506 mg\ trans-ttV^gg 
(163 mg), l-^^-3-(3-v^ ^JVT ^ J ~7n t°;U)%;lstf*M 5 b*MW& 
(EDCI ■ HC1; 211 mg) N 1-fc Kn^^y h U (HOBT; 149 mg) £ 

^nn^y (15 ml) £ DMF (7 ml) (D^«^§fl?U 1 8B#ffl 
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mmi^y V U y^t n-? yy'yyj- Pn^y/^/ -/u= 9 
8 / 2)X*mU LT g Wft-S* (284 mg)£r#fc 0 
5 1 H-NMR (CDC1 3 ) 5 : 1.73 (4H, m), 2.52 (4H, m), 2.69 (2H, t, J=6.0Hz), 2.85- 

3.00 (2H, m), 3.50-3.60 (2H, m), 3.66 (2H, t, J=7.0Hz), 4.60 (2H,s), 6.57 (1H, d, 
J=15.6Hz), 6.85 (1H, d, J=15.6Hz), 7.10-7.90 (16H, m), 8.05 (1H, s). 
MS(APCI+): 637 (M+H) 



10 3'-{({2-[4-(7 ^ J ^;^=^)7x=;U]xf/i/}[(B).3.7i^V.2^n^;^A']r 
5 7)^ 5^}-N-[2-(l-fc°n U i?~/\/)^/U][l,V-\?7^-su].3-%;utf*f-* K 

3'-{({2-[4-(T 5; 7 */V*~;V)y ^~;V]^^[<$)-$.y ^/V-2-y°n^/ J ;V] 
T 5 ^}-N-[2-(l-t°n ]) ^^^^[xv-^y^^-tl^^^ 

15 k (200 mg) & 4 m^mtikmmm^^mmx^m lt s m (198 mg> 

1 H-NMR (DMSO-d 6 ) 5 : 1.80-2.10 (4H, m), 2.90-3.10 (4H, m), 3.30-3.50 (2H, 
m), 3.55-3.90 (6H, m), 4.73 (2H,s), 7.05-8.00 (18H, m), 8.25 (1H, s), 9.03 (1H, 
m). 

20 jm^m (3^3; C 3 7 H 4 0 N 4 0 4 S • HC1 • 1.5H 2 O). : 
SUHitU C: 63.46; H: 6.33; N: 8.00; CI: 5.08 
m^iU, C: 63.65; H: 6.51; N: 7.86; CI: 5.25 

###|4 8 

3'-{({2-[4-(7 5 J *;Vfo~/V)yx.~;V]^;V}[4-~7x.~;vy*$ J4)V\T%;)t 
25 ^}-N-[2-(l- t°n U V~>V)^}V\WX-^y x.~/U]-3-% ;l/tf$-fr 5 K 
#%M4 6 «bll£tte:LTglHtffc£4& (277 mg) £#7c 0 
1 H-NMR (T)MSO-d 6 ) 5 : 1.75-1.85 (8H, m), 2.20-2.40 (2H, m), 2.45-2.60 (2H, 
m), 2.60-2.95 (4H, m), 3.20-3.60 (6H, m), 4.62 (2H,s), 7.05-7.95 (18H, m), 8.13 
(1H, s), 8.71 (1H, m). 



###]4 7 
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MS(ESI+): 653 (M+H) 

#%M4 9 

3'-{({2-[4-(T ^ ;^^=^)7x=A/]xf /V}[4.7s=^^;>f;V]r 



1 H-NMR (DMS0-d 6 ) S : 1.75-2.10 (8H, m), 2.25-2.45 (2H, m), 2.45-2.60 (2H, 
m), 2.80-2.90 (2H, m), 2.95-3.10 (2H, m), 3.20-3.50 (2H, m), 3.50-3.75 (4H, m), 
4.61 (2H,s), 7.05-8.00 (18H, m), 8.23 (1H, s), 9.02 (1H, m). 
%m£ffi C 3 8 H 4 4 N 4 0 4 S ■ HC1 • H 2 O) : 

10 fHHil, C: 64.53; H: 6.70; N: 7.92; CI: 5.01 
HMU C: 64.39; H: 6.82; N: 7.86; CI: 5.20 
#%M5 0 

3'-{({2-[4-(T ^ 7 ^^^^/^y^^/^^/HK^^^/^^^Tir^ir 5 
y)^^-/H-N-[2-(l-t°n JJi?=/i/)^/i/][i,-i'.tr7a=7V]-3-*^^f-5 K 
15 3'-[{2-[4-(T 5 J ^/^^/V)7i^]xf;v}T %J ^ ^vl/]-N-[2-(l-tfn U v> 

^/^^-[l^'-t^^n/^-a-^/^^f-^ K (506 mg) CODMF (10 ml) W- 
ffi^fcry^ (0.16 ml) ^i^y^t^^rtf /V^ a y K (0.16 ml) £ 

20 bfc 0 iS?:^ U * W 7 a-7 f ^7 7 ^ - (^nn^y/^y- 
9 8 /2)TflLT g #rtt^#? (257 mg)£#fc 0 
1 H-NMR (CDC1 3 ) 6 : 1.74 (4H, m), 2.60-2.80 (4H, m), 2.88 (2H, m), 3.20-3.40 
(8H, m), 4.17 (2H,s), 4.47 (2H, s), 4.62 (2H, s), 6.57 (1H, d, J=15.6Hz), 7.20- 
7.90 (18H, m), 8.11 (1H, s), 8.65 (1H, m). 

25 MS (ESI+): 655 (M+H) 



##$15 1 

3'-{({2-[4-(T ^ J ^^^^y^^^xf^^y^i/t^^Ttf^T ^ 

y)^^M-N-[2-(i-t o n y v~)v)^jv\\\^-y?y ^~)\s\z-13 



5 



##M4 7 kw\m\z-Lxnmk&& assmg) 
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4 7 k WMK LX g #Jtt&m (155 mg) &#fc 0 
1 H-NMR (DMSO-dJ 8 : 1.80-2.10 (4H, m), 2.80-3.15 (6H, m), 3.20-3.50 (2H, 
m), 3.60-3.75 (4H, m), 4.19 (2H, s), 4.48 (2H, s), 4.62 (2H, s), 7.20-7.90 (18H, 
m), 8.11 (lH,s), 8.65 (ffl.m). 
5 jcmftffi (frf-K C 37 H 42 N 4 0 5 S-HC1- 1.5H 2 0) : 
f+HR C: 61.87; H: 6.45; N: 7.80; CI: 4.94 
mmiM, C: 61.76; H:6.31; N: 7.73; CI: 5.25 

mmmi 

10 WistarH'147 V r (9®^) p/*/Hf ^-/V^TT^Ifl^ (AP: 

+8.1 mm, L: 1.8 mm, H: +7.1 mm) (^V W^a^V (AG-8, ^^Aft:) 

ig#r£«±fck (pbs) fr&Mtntfttfy^yrh* <mmm%: 9) (10 

nmol) ^fc«PBS<Z?^^5^1/mm^2^m^-Ufc 0 ^Em^TSMJ^g 
(Supermex, STOM) fcyyr&HU S $SfftfT»a*3 £t>*£^±^ 19 fftb 
»»^Lf^ (01) „ 

£ 0 £ OifrTWJt^- : 9 T'Sfr $ ft 5 *° y K ( 10 nmol) fr^-f 

25 i mmmmmm bfitc a 

Wistaria 7 V r- (9®^r) (AP:8.1mm, L :1.8 mm, H : 7.1 

mm) \c^yY;W\f$—jvffi.Wrx*jS'( K#~^-U (AG-8, ^-f^Atfc) 
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t?#>r K^=a-W^>T^n>r^a^^3>'*=3.-->«rSt5ft^ PBS 
5 {^^^^fcjKU^^K QEW-i-: 9) (lnmol) SfcliPBS^&lOjxl 

(Supermex, gBTtiM) fH«)frftg:fe ,fc^t>±^ D ffKj0«M 

£b7c (02) 0 

E^J#-^: VXmfrZfcZm^J-y (lnmol) SriS^-fS^ S^ttfit 

io frbftmmtDmMtfmtf) h titc a tio nmoife-wra* btitc-m&vft 

HMJ3 

15 Wistai4fM49 $> h (8®^) h'Vi/lf*--/i/-CJficS»U l£f£&g£g 

ttfcSJfcLfc, ^ K#^-W (AG-8, ^ = Mfc) (AP:+8.1 
mm, L: 1.8 mm, H: +7.1 mm) fc#ALfc 0 1 MP H m±IItfg£^T;^blW- 

20 tf^-l^fASftfc^sy hSrfrSlfiaj^g (Supermex, ^PT«) 

7k (PBS) \mm^fc^])^yf-V 9) (lnmol^fcttlOnmol) 

25 tftf-WK (Efll##: 9) lOnmoltryy b<Z)«^«4-i-Si^ll: 

b90#£ -C©^»W^fT»JIH:^rirfcJiJP LfcCPBS: 1612.7 ± 130.4 counts/90 
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min,n=27; jflJJ^f-K (IB#J#-£- : 9) 10 nmol : 2759.3 *± 422.5 
counts/90 min, n=10, *p < 0.05, Dunnett) 0 3£^±^ 19 frSl^llI^d^TH^ 
\,^h<D<Di%toMfaftM#> feftfc(PBS: 35.1 ± 3.8 times/90 min, K 
(IB?[|#-£K: 9) 10 nmol: 51.0 ±13.4 times/90 min) 0 
5 y K CE#I## : 9 ) 1 nmol£&# Ufc £ # fcf* 10 nmol&^jSit 

Jtin^*e>^fc (@3) 0 u$w.m*b9oft&izT?<Dmmm£ftW)mw&n 

frifjR&^bfc (PBS: 1612.7±130.4 counts/90 min, Jitfy^^K (S«t: 
9 ) 1 nmol : 3741.0** ± 378.5 counts/90 min, n=9, **p < 0.01, Dunnett), \L~h 
10 ±.ifi *) nWi<Dm%ih^W^t]\^ Lfc(PBS: 35.1 ± 3.8 times/90 min, tf? 3 
-7^ K (SB^J#-^ : 9 ) 1 nmol : 75.3** ± 12.5 times/90 min, **p < 0.01, 
Dunnett) 0 

mm 4 

15 Wistart|tt7 v r (8H^) h^/nf ^— /H?Jfl#U 

«^S^Ufc„ #4 K^7 = 3.-V (AG-8, SrfilMg (AP:+8.1 

mm, L: 1.8 mm, H: +7.1 mm) \zWAVtc 0 11^10^$^^?)^^ 

20 *=a-U-asjfA$^fc7ybS:ffft»ai£fifll (Supermex, ^r«) 

mg/kg)^re^b^ 0 iB#«^y ^i«a^7k (ebs) 

fctfl^T^K (lfi^J#-^: 9) (10nmol)*fcf±PACAP38(3nmol)^2.5^ 

25 smmmMLte^mmi-tc m±) „ 

y -<t°^ K (BS»-§- : 9 ) ± 5fr»i;<BitAn«:S?r ^ A K «fc 19 

$ ft5 #\ fxSFJiJH^fflSr^rrS - 1 £>;h/tl^PACAP38fc J; SfT®l 

ioMiiv'rif^^^stt^v^ (04) „ rtL&cD^mi'f . ^y^y 
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Lfc3 O^i-i^^+^Sg (ft£^25cm N *M8cm<D4^:(7)T- 

10 —~?VT—J*) ) (0 5) 5 ^(Dopen^J; ^closed arm^ilAtl] 

It openarm<7)?f£ffi£»Lfc 0 |£JP:£il 6 ^1~ 0 

S£^25cm N <g8cm^4^T-A^+^^iafil$H^T^ 3 t^OWk 
15 (S^+^K) • SriKHIW (0.5 lux) O&^fcKIILfco «^+-^« 

lil^lU^^fc q »teJ*J;^25cm^<^fiLfc 

(1215) „ 

C57BL/6N-7 SrSU^fcllft; ^iirfcff ^^/H»T t? 2 gtf (^*0 
20 ffr^f) ^JEWC, «^(-^y^^K (E#J#-i§-: 9) (lnmol*^«3 
nmol) Srgtp PBS* fc«PBSE>#.& 5 ^ lg^ L/c 0 &^30#&fci£i&5£+lf£& 

Si 

25 



: 9 ) 

(nmol) 




n«f0 


0 


0.134+0.021 


20 


1 


0.131±0.009 


20 
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0.065±0.018* 



20 



*p<0.05, Dunnett 



5 2ffiM7 

SIS tfc 0 ^0m^»^tt^©ET^|^g LfcMRS-llORX 

10 infrared-scanning sensors (^PTttM) ^ilV^7t 0 

C57BL/6N^ ^ * &«Jje£teWfl5 Cx-f/^fe 2 
f^FJf) &fflV^ N M^ftfctflJ^^K (B2#I##: 9) (O.lnmaU 0.3 
■ nmoltf^3nmol)^t?PBStfc:«PBSco^^5/il^#Lf- 0 &$30ftfflZ.-? 

15 5£bfc 0 «i7^f 0 

mmms 

20 fTftft^fflS 

Wistar^'|47 y r (8®^) S:^ h^/Hf ^-^^S»U ffi^iS^S 
^®SL7c 0 WWia-U (AG-8, x^aAft) « (AP: +8.1 mm, 
L: 1.8 mm, H: +7.1 mm) \cffiALtc a imffl&±m&&&XfrbM®tfc&l,ft 0 

25 yyiw^itifck (pbs) iz.mMZtttfv^j'b* (mm^: 9) (10 

nmol)*fcft^-^ p V^ISfffi^fc^r ttfS&bfr/ri^CRFCl nmol), 
^BfffiU lfiL^&raLfc 0 «^ACTH£radioimmunoassay system 
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*%m<o-# y k& K-r s d n a, *3skw^ y - fctt^eo 

X&RXh V) , SENRT^ Ml. fck^i&WMmm, UT-v-- 

i 

K?u## :■ 9 
ia^j#^ : 1 0 
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w&m% : 1 8 

fry a F^Sr^fifeUTV^o 
: 1 9 

fry A m^fMLX\^ a 
W&1&% : 2 4 

E£(JM1-3fto'IM : mim B*3 J;l)^16# B © 2 o^Cys^S^^!*^* 
: 2 6 

Ifl^J^H-rSffi^tffa : Bl4#g^J;TOl9#g0 2o(7)CysaS«^l^^ 
fry A K^«fifeUTV^5 0 
S1^J#^.: 2 7 

B9!l^Hi-5ffiWtff« : »18#B*3«ttJ^23SB© 2o<^Cys^Sfc9^l*li^ 
lfi»^ : 2 8 

E?!l^ffii-5flfc©tff« : »14#B33J:tmi9#iO 2o©Cys»Sf44H 1 rti?^ 
: 2 9 

ffi^^H*t-««fcOtff» : ^18#B*5j;^23#B<7)2o<7)Cys«(^ : frtv 5 ^ 



PCT/JPOl/06899 



It * <D IS IS 

1 0 , : 18, E^J#^- : 1 9 , @S^lJ#-§- : 24, : 26, fi 
£IJ#-^ : 27, Id^J#-^ : 2 8 *fcttlfl^j#-^ : 2 9 ■CSSftST 5: 7 8Sa#l"T? 

4. DNAWHf : 1 2, SSW^ : 1 3, 1B»-5|- : 3 4, @S»^ : 

2 0 , : 2 1 , IB?IJ#-5§- : 2 5 , IB»-5§- : 3 0, IB^J#^ : 3 1, SB 

3 2tfcfiIB?lJ#^: 3 3 *T?^$H54aSia?lJ^#t5DNAT'feS 

6. E#I#^ : 7, SB»-^ : 8, IB?lJ#^ : 1 4, IB^IJ#-^ : 1 7 ^fcftlB 
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t < tt^ft & © 7 S K L < tt-fcft b 7V^£ W b ©m^Stt S 

t^St^ ta^!^ ^t#«tL<iiS 

13. E^J#^: 3*fcf*iE#I#-^: 1 1 X*3ki$HZ>T ^ J WR&l&G&tZ 

1 5. mmm^: 3^itmsm^: 1 i-e*$^s7^/sna^i^^rrs 

# flt Is L < b ©7 S Kfc U < f±-tft b £>^* TlVtL 1t\t^fi b 
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1 6. ia?ij#^: 3 4^g$^^Sia?lJ^^-r5DNA(D-«#M (S 
NPs) £^LT&3Mr£iJ a 

is. 3 Ax^ti^mmm^^-r 5DNA©-SS#I (S 

NP s) ^^^5r^^#^^i-Sffit^R&^fcL<tt^3^v^f c 

1 9. G P R 1 4 7 f-S^^SKfttWtt I < Itftt/^ 

2 0. GPR147^^h^W^ #l?o s irCftW^ 
2 1. GPR 1 4 7^^ YtK 5£ CI a) : 




tix^xh&^T$;m%, R 2a imfe£nx^xh &\mvt&*7fr?i xm 

22. GPR147^^f^ ^ (I la) : 
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R" 



,3a 




(lla) 



X-R : 



< 2a 



4<D2-fffi<7)K£. R la ' t±W&£htiT$;m%, R 2a (ig^$^^-CV^T^J;v^ 

4a_ Y a_ -e^^tiss Y^mm^^tcnmit^fix^^xh^^ 
R i *imm£fcx^xi>^mkfcmm%fz\m^tix^xi>^ 

2 3. GPR147^^F^ S (lb) : 



2 4. GPR147^^ h^S(IIb) : 



R 



Ar-X— (CH)— Y (lb) 
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R 




(lib) 



a* fc« Am^mmm t m& vxm^m t t v «t < , y $ v ^ 

2 5. GPR147^^f^ ^ (I c) : 




\^m^mm^tcitm^nx^xh ±^r^ss:*u r 3 c fSE&stix 

v^Ttiiv \gHbk*£&7jS U B c SUo i 0 c c Sfttt^ti^n £ & fcS& $ fix 



WO 02/14513 PCT/JP01/06899 

257 

2 6. vMMVafcWLX, grp l 47^ h®tiMS#t5rt^ 

5 PRi47^h©m 

2 8. BtfLftfe^LT, GPR 1 47^^^^ h^fiM^tS^i 

2 9. ^ 5o, ^BE, ittMl£t)L<i«ofK- f^WWSrl^tt- 
Sfc&OGPR 1 4 7^^ h©^ffl 0 
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03 



A) 800 
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06 



a) Closed aim^MAHIS b) Open nxmVO)ffi&V$m 




PBS IQnmol pes IQnmol 



c) Openarm^"tf)3IAlB]$fc 
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Sequence Listing 

<110> Takeda Chemical Industries, Ltd. 
<120> Polypeptide and Its Use 

<130> 662731 

<150> JP 2000-247968 
<151> 2000-08-10 

<160> 34 

<210> 1 
<211> 12 
<212> PRT 
<213> Pig 

<223> The 6th cystein residue binds with the 11th cystein residue to 
form a intra-molecular disulfi de-bond. 

<400> 1 

Gly Pro Thr Ser Glu Cys Phe Trp Lys Tyr Cys Val 
1 5 10 12 

<210> 2 
<211> 12 
<212> PRT 
<213> Pig 
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<223> The 6th cystein residue binds with the 11th cystein residue to 
form a intra-molecular disulfide-bond. ' 

<400> 2 

5 Gly Pro Pro Ser Glu Cys Phe Trp Lys Tyr Cys Val 

1 5 10 12 

<210> 3 
<211> 386 
10 <212> PRT 

<213> Rat 

<400> 3 

Met Ala Leu Ser Leu Glu Ser Thr Thr Ser Phe His Met Leu Thr Val 
15 1 5 10 15 

Ser Gly Ser Thr Val Thr Glu Leu Pro Glu Asp Ser Asn Val Ser Leu 

20 25 30 

Asn Ser Ser Trp Ser Gly Pro Thr Asp Pro Ser Ser Leu Lys Asp Leu 
35 40 45 

20 Val Ala Thr Gly Val He Gly Ala Val Leu Ser Ala Met Gly Val Val 

50 55 60 

Gly Met Val Gly Asn Val Tyr Thr Leu Val Val Met Cys Arg Phe Leu 
65 70 75 80 

Arg Ala Ser Ala Ser Met Tyr Val Tyr Val Val Asn Leu Ala Leu Ala 
25 85 90 95 

Asp Leu Leu Tyr Leu Leu Ser He Pro Phe lie He Ala Thr Tyr Val 

100 105 110 

Thr Lys Asp Trp His Phe Gly Asp Val Gly Cys Arg Val Leu Phe Ser 
115 120 125 
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Leu Asp Phe Leu Thr Met His Ala Ser lie Phe Thr Leu Thr He Met 

130 135 140 

Ser Ser Glu Arg Tyr Ala Ala Val Leu Arg Pro Leu Asp Thr Val Gin 
145 150 155 160 

5 Arg Ser Lys Gly Tyr Arg Lys Leu Leu Val Leu Gly Thr Trp Leu Leu 

165 170 175 

Ala Leu Leu Leu Thr Leu Pro Met Met Leu Ala He Gin Leu Val Arg 

180 185 190 

Arg Gly Ser Lys Ser Leu Cys Leu Pro Ala Trp Gly Pro Arg Ala His 
10 195 200 205 

Arg Thr Tyr Leu Thr Leu Leu Phe Gly Thr Ser He Val Gly Pro Gly 

210 215 220 

Leu Val He Gly Leu Leu Tyr Val Arg Leu Ala Arg Ala Tyr Trp Leu 
225 230 235 240 

15 Ser Gin Gin Ala Ser Phe Lys Gin Thr Arg Arg Leu Pro Asn Pro Arg 

245 250 255 

Val Leu Tyr Leu He Leu Gly He Val Leu Leu Phe Trp Ala Cys Phe 

260 265 270 

Leu Pro Phe Trp Leu Trp Gin Leu Leu Ala Gin Tyr His Glu Ala Met 
20 275 280 285 

Pro Leu Thr Pro Glu Thr Ala Arg He Val Asn Tyr Leu Thr Thr Cys 

290 295 300 

Leu Thr Tyr Gly Asn Ser Cys lie Asn Pro Leu Leu Tyr Thr Leu Leu 
305 310 315 320 

25 Thr Lys Asn Tyr Arg Glu Tyr Leu Arg Gly Arg Gin Arg Ser Leu Gly 

325 330 335 

Ser Ser Cys His Ser Pro Gly Ser Pro Gly Ser Phe Leu Pro Ser Arg 

340 345 350 

Val His Leu Gin Gin Asp Ser Gly Arg Ser Leu Ser Ser Ser Ser Gin 
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355 



360 



365 



Gin Ala Thr Glu Thr Leu Met Leu Ser Pro Val Pro Arg Asn Gly Ala 



Leu Leu 
385 

<210> 4 
<211> 638 
<212> DNA 
<213> Pig 

<220> 
<223> 



<400> 4 






cggaccaaca gaagccagga 


aggaagtgtc ctgcctcctg ccagtcatgt ccaagctggt 


60 


cccctgcttg ctcctcctag 


gatgcttagg tctcctcttc gctcttcccg tccctgactc 


120 


caggaaagag cccctgccct 


tctcagcacc tgaagatgtc agatcagctt gggatgagct 


180 


ggaaagagcc tcccttcttc 


agatgctgcc agagacgcca ggtgcagagg caggagagga 


240 


tctcagggaa gcagatgccg 


gaatggacat tttttaccca agaggagaaa tgagaaaggc 


300 


tttctctgga caagatccta 


acatttttct gagtcacctt ttggccagaa tcaagaaacc 


360 


atacaagaaa cgtgggcccc 


cctctgaatg cttctggaaa tactgtgtct gaagtcacct 


420 


caacaacaac catcttagaa 


aatgtaaaaa aagtgcttga cttgacagca gtgcagatga 


480 


aaaaccaggc aaaccctact 


ctgttcacta ttatctggaa aataaaccct ttgtgtttgg 


540 
600 


ccaaaaaaaa aaaaaaaaaa 
aaaaaaaaaa aaaaaaaaaa 


aaaaaaaaaa aaaaaaaaaa aaaaaaaaaa aaaaaaaaaa 
aaaaaaaaaa aaaaaaaa 


638 



370 



375 



380 



<210> 5 
<211> 583 
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<212> DNA 
<213> Pig 



<400> 5 

5 gaccaacaga agccaggaag gaagtgtcct gcctcctgcc agtcatgtcc aagctggtcc 60 

cctgcttgct cctcctagga tgcttaggtc tcctcttcgc tcttcccgtc cctgactcca 120 

ggaaagagcc cctgcccttc tcagcacctg aagatgtcag atcagcttgg gacgagctgg 180 

aaagagcctc ccttcttcag atgctgccag agacgccagg tgcagaggca ggagaggatc 240 

tcagggaagc agatgccgga atggacattt tttacccaag aggagaaatg agaaaggctt 300 

10 tctctggaca agatcctaac atttttctga gtcacctttt ggccagaatc aagaaaccat 360 

acaagaaacg tgggcccccc tctgaatgct tctggaaata ctgtgtctga agtcacctca 420 

acaacaacca tcttagaaaa tgtaaaaaaa gtgcttgact tgacagcagt gcagatgaaa 480 

aaccaggcaa accctactct gttcactatt atctggaaaa taaacccttt gtgtttggca 540 

agttaaaaaa aaaaaaaaaa aaaaaaaaaa aaaaaaaaaa aaa 583 

15 

<210> 6 
<211> 522 
<212> DNA 
<213> Pig 

20 

<400> 6 

agttgaggct tcggaccaac agaagccagg aaggaagtgt cctgcctcct gccagtcatg 60 

tccaagctgg tcccctgctt gctcctccta ggatgcttag gtctcctctt cgctcttccc 120 

gtccctgact ccaggaaaga gcccctgccc ttctcagatg ccggaatgga cattttttac 180 

25 ccaagaggag aaatgagaaa ggctttctct ggacaagatc ctaacatttt tctgagtcac 240 

cttttggcca gaatcaagaa accatacaag aaacgtgggc ccccctctga atgcttctgg 300 

aaatactgtg tctgaagtca cctcaacaac aaccatctta gaaaatgtaa aaaaagtgct 360 

tgacttgaca gcagtgcaga tgaaaaacca ggcaaaccct actctgttca ctattatctg 420 

gaaaataaac cctttgtgtt tggcaagtta aaaaaaaaaa aaaaaaaaaa aaaaaaaaaa 480 
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aaaaaaaaaa aaaaaaaaaa aaaaaaaaaa aaaaaaaaaa aa 522 

<210> 7 
<211> 121 
5 <212> PRT 

<213> Pig 

<400> 7 

Met Ser Lys Leu Val Pro Cys Leu Leu Leu Leu Gly Cys Leu Gly Leu 
10 1 5 10 " 15 

Leu Phe Ala Leu Pro Val Pro Asp Ser Arg Lys Glu Pro Leu Pro Phe 

20 25 30 

Ser Ala Pro Glu Asp Val Arg Ser Ala Trp Asp Glu Leu Glu Arg Ala 
35 40 45 

15 Ser Leu Leu Gin Met Leu Pro Glu Thr Pro Gly Ala Glu Ala Gly Glu 

50 55 60 

Asp Leu Arg Glu Ala Asp Ala Gly Met Asp He Phe Tyr Pro Arg Gly 
65 70 75 80 

Glu Met Arg Lys Ala Phe Ser Gly Gin Asp Pro Asn He Phe Leu Ser 
20 85 90 95 

His Leu Leu Ala Arg He Lys Lys Pro Tyr Lys Lys Arg Gly Pro Pro 

100 105 110 

Ser Glu Cys Phe Trp Lys Tyr Cys Val 
115 120 

25 

<210> 8 
<211> 85 
<212> PRT 
<213> Pig 



PCT/JP01/06899 



<400> 8 

Met Ser Lys Leu Val Pro Cys Leu Leu Leu Leu Gly Cys Leu Gly Leu 
1 5 10 15 

5 Leu Phe Ala Leu Pro Val Pro Asp Ser Arg Lys Glu Pro Leu Pro Phe 

20 25 30 

Ser Asp Ala Gly Met Asp lie Phe Tyr Pro Arg Gly Glu Met Arg Lys 

35 40 45 

Ala Phe Ser Gly Gin Asp Pro Asn He Phe Leu Ser His Leu Leu Ala 
10 50 55 60 

Arg lie Lys Lys Pro Tyr Lys Lys Arg Gly Pro Pro Ser Glu Cys Phe 
65 70 75 80 

Trp Lys Tyr Cys Val 
85 

15 

<210> 9 
<211> 12 
<212> PRT 
<213> Bovine 

20 

<223> The 6th cystein residue binds with the 11th cystein residue to 
form a intra-molecular disulf ide-bond. 
<400> 9 

Gly Pro Ser Ser Glu Cys Phe Trp Lys Tyr Cys Val 
25 1 5 10 12 



<210> 10 
<2U> 11 
<212> PRT 
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<213> Human 

<223> The 5th cystein residue binds with the 10th cystein residue to 
form a intra-molecular disulfide-bond. 

5 

<400> 10 

Glu Thr Pro Asp Cys Phe Trp Lys Tyr Cys Val 
1 5 10 11 

10 <210> 11 

<211> 389 

<212> PRT 

<213> Human 

15 <400> 11 

Met Ala Leu Thr Pro Glu Ser Pro Ser Ser Phe Pro Gly Leu Ala Ala 

15 10 15 

Thr Gly Ser Ser Val Pro Glu Pro Pro Gly Gly Pro Asn Ala Thr Leu 
20 25 30 

20 Asn Ser Ser Trp Ala Ser Pro Thr Glu Pro Ser Ser Leu Glu Asp Leu 

35 40 45 

Val Ala Thr Gly Thr lie Gly Thr Leu Leu Ser Ala Met Gly Val Val 

50 55 60 

Gly Val Val Gly Asn Ala Tyr Thr Leu Val Val Thr Cys Arg Ser Leu 
25 65 70 75 80 

Arg Ala Val Ala Ser Met Tyr Val Tyr Val Val Asn Leu Ala Leu Ala 

85 90 95 

Asp Leu Leu Tyr Leu Leu Ser He Pro Phe He Val Ala Thr Tyr Val 
100 105 110 
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Thr Lys Glu Trp His Phe Gly Asp Val Gly Cys Arg Val Leu Phe Gly 

115 120 125 

Leu Asp Phe Leu Thr Met His Ala Ser He Phe Thr Leu Thr Val Met 
130 135 140 

5 Ser Ser Glu Arg Tyr Ala Ala Val Leu Arg Pro Leu Asp Thr Val Gin 

145 150 155 160 

Arg Pro Lys Gly Tyr Arg Lys Leu Leu Ala Leu Gly Thr Trp Leu Leu 

165 170 175 

Ala Leu Leu Leu Thr Leu Pro Val Met Leu Ala Met Arg Leu Val Arg 
10 180 185 190 

Arg Gly Pro Lys Ser Leu Cys Leu Pro Ala Trp Gly Pro Arg Ala His 

195 200 205 

Arg Ala Tyr Leu Thr Leu Leu Phe Ala Thr Ser He Ala Gly Pro Gly 
210 215 220 

15 Leu Leu lie Gly Leu Leu Tyr Ala Arg Leu Ala Arg Ala Tyr Arg Arg 

225 230 235 240 

Ser Gin Arg Ala Ser Phe Lys Arg Ala Arg Arg Pro Gly Ala Arg Ala 

245 250 255 

Leu Arg Leu Val Leu Gly He Val Leu Leu Phe Trp Ala Cys Phe Leu 
20 260 265 270 

Pro Phe Trp Leu Trp Gin Leu Leu Ala Gin Tyr His Gin Ala Pro Leu 

275 280 285 

Ala Pro Arg Thr Ala Arg He Val Asn Tyr Leu Thr Thr Cys Leu Thr 
290 295 300 

25 Tyr Gly Asn Ser Cys Ala Asn Pro Phe Leu Tyr Thr Leu Leu Thr Arg 

305 310 315 320 

Asn Tyr Arg Asp His Leu Arg Gly Arg Val Arg Gly Pro Gly Ser Gly 

325 330 335 

Gly Gly Arg Gly Pro Val Pro Ser Leu Gin Pro Arg Ala Arg Phe Gin 
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340 345 350 

Arg Cys Ser Gly Arg Ser Leu Ser Ser Cys Ser Pro Gin Pro Thr Asp 

355 360 365 

Ser Leu Val Leu Ala Pro Ala Ala Pro Ala Arg Pro Ala Pro Glu Gly 
5 370 375 380 

Pro Arg Ala Pro Ala 
385 

<210> 12 
10 <211> 36 

<212> DNA 
<213> Pig 

<400> 12 

15 gggcccccct ctgaatgctt ctggaaatac tgtgtc 36 

<210> 13 

<211> 36 

<212> DNA 

20 <213> Bovine 

<400> 13 

ggaccttcct ctgaatgctt ctggaaatac tgtgtc 36 

25 <210> 14 

<211> 122 
<212> PRT 
<213> Bovine 
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<400> 14 

Met Tyr Lys Leu Val Ser Cys Cys Leu Leu Phe lie Gly Ser Leu Asn 

15 10 15 

Pro Leu Leu Ser Leu Pro Val Leu Asp Ser Arg Gin Glu Ser Leu Gin 

20 25 30 

Leu Leu Ala Pro Glu Asp Val Arg Ser Thr Leu Asp Glu Leu Glu Arg 

35 40 45 

Ala Ser Leu Leu Gin Met Leu Pro Glu Met Ser Gly Ala Glu Thr Gly 

50 55 60 

Glu Gly Leu Arg Asn Thr Asp Pro lie Thr Asn He Phe Tyr Pro Arg 
65 70 75 80 

Gly Asn Met Arg Lys Ala Phe Ser Gly Gin Asp Pro Lys Leu Phe Leu 

85 90 95 

Ser Asp Leu Leu Ser Arg He Arg Lys Gin Ser Lys Lys Arg Gly Pro 

100 105 110 

Ser Ser Glu Cys Phe Trp Lys Tyr Cys Val 
115 120 



<210> 15 
<211> 431 
<212> DNA 
<213> Bovine 



<400> 15 

atgtataagc tggtctcctg ctgtttgctt 
cttcctgtcc ttgactccag gcaagagtcc 
tcaactctgg atgagctgga aagagcgtct 
gcagagacag gagagggtct taggaacaca 
ggaaacatga gaaaggcctt ctctgggcaa 



ttcataggat ccttaaatcc gctcctgtct 60 

ctgcagctct tagcacctga agatgtcaga 120 

cttctgcaga tgctgccaga gatgtcaggc 180 

gatcccatta ccaacatttt ttacccaaga 240 

gatcctaagc ttttcctgag tgaccttttg 300 
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tccagaatta ggaaacaatc taagaaacgt ggaccttcct ctgaatgctt ctggaaatac 


360 




tgtgtctgaa gcaaaatgac cctctactag ttacctccaa gacgaccatc tgagaaaatg 


420 




taaaataaag a 


431 


5 


<210> 16 






<211> 405 






\ZIZ? UNA 






/O ION D«4- 

Kat 






\4(JU/ it) 






tcttcccgtc gtcatggaca gggtgccctt ctgctgcctg ctcttcgtag gactcctgaa 






tccactcctg tcttttcccg tcacggacac tggtgaaatg tctcttcagc ttccagtgct 






tgaggaaaat gctcttcggg ctctggagga gctggagagg actgccctcc tgcagacgct 






gcgccagacc gtgggcacag aagcagaggg aagccttggc caggcagatc ccagtgccga 


240 


15 


gactcccact ccaaggggaa gcttgaggaa ggctctcact gggcaagatt ctaacactgt 


300 




actgagccgt cttttggcga gaaccaggaa acaacgtaag caacacggga ctgccccaga 


360 




atgcttctgg aagtactgca tttgaagaga gacgtctcct cagaa 






<210> 17 




20 


<211> 123 






<212> PRT 






/1 1 ON D«4- 

\l\6/ Kat 






<.4UU/ 1/ 




25 


Met Asp Arg Val Pro Phe Cys Cys Leu Leu Phe Val Gly Leu Leu Asn 






1 5 10 15. 






Pro Leu Leu Ser Phe Pro Val Thr Asp Thr Gly Glu Met Ser Leu Gin 






20 25 30 






Leu Pro Val Leu Glu Glu Asn Ala Leu Arg Ala Leu Glu Glu Leu Glu 
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35 40 45 

Arg Thr Ala Leu Leu Gin Thr Leu Arg Gin Thr Val Gly Thr Glu Ala 

50 55 60 

Glu Gly Ser Leu Gly Gin Ala Asp Pro Ser Ala Glu Thr Pro Thr Pro 
5 65 70 75 80 

Arg Gly Ser Leu Arg Lys Ala Leu Thr Gly Gin Asp Ser Asn Thr Val 

85 90 95 

Leu Ser Arg Leu Leu Ala Arg Thr Arg Lys Gin Arg Lys Gin His Gly 
100 105 110 

10 Thr Ala Pro Glu Cys Phe Trp Lys Tyr Cys He 

115 120 

<210> 18 
<211> 17 
15 <212> PRT 

<213> Rat 

<223> Xaa shows pyroglutamic acid or glutamine 
20 <400> 18 

Xaa Arg Lys Gin His Gly Thr Ala Pro Glu Cys Phe Trp Lys Tyr Cys He 
1 5 10 15 17 

<210> 19 
25 <211> 14 

<212> PRT 
<213> Rat 



<223> Xaa shows pyroglutamic acid or glutamine 
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<400> 19 

Xaa His Gly Thr Ala Pro Glu Cys Phe Trp Lys Tyr Cys He 
15 10 14 

5 

<210> 20 
<211> 51 
<212> DNA 
<213> Rat 

10 

<400> 20 

caacgtaagc aacacgggact gccccagaa tgcttctgga agtactgcat t 51 
<210> 21 
<211> 42 
15 <212> DNA 

<213> Rat 



<400> 21 

caacacggga ctgccccaga atgcttctgg aagtactgca tt 42 

20 

<210> 22 
<211> 403 
<212> DNA 
<213> Mouse 

25 

<400> 22 

atggacaggg tgcccttctg ctgcctgctc ttcataggac ttctgaatcc actgctgtcc 60 
cttcccgtca cggacactgg tgagaggact cttcagcttc cagtgcttga ggaagacgct 120 
cttcgggctc tggaggagct ggagaggatg gccctcctgc agaccctgcg tcagaccatg 180 
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ggcacggaag caggggagag ccctggagaa gcaggtccca gcactgagac tcccactcca 240 
cggggaagca tgaggaaggc tttcgctggg caaaattcta acactgtact gagtcgtctc 300 
ttggcaagaa ccaggaaaca acataagcaa cacggggctg ccccagagtg cttctggaaa 360 
tactgcattt gaggagacac aagcgcccgt tggtctctca gaa 403 

5 

<210> 23 
<211> 123 
<212> PRT 
<213> Mouse 

10 

<400> 23 

Met Asp Arg Val Pro Phe Cys Cys Leu Leu Phe lie Gly Leu Leu Asn 

15 10 15 

Pro Leu Leu Ser Leu Pro Val Thr Asp Thr Gly Glu Arg Thr Leu Gin 
15 20 25 30 

Leu Pro Val Leu Glu Glu Asp Ala Leu Arg Ala Leu Glu Glu Leu Glu 

35 40 45 

Arg Met Ala Leu Leu Gin Thr Leu Arg Gin Thr Met Gly Thr Glu Ala 
50 55 60 

20 Gly Glu Ser Pro Gly Glu Ala Gly Pro Ser Thr Glu Thr Pro Thr Pro 

65 70 75 80 

Arg Gly Ser Met Arg Lys Ala Phe Ala Gly Gin Asn Ser Asn Thr Val 

85 90 95 

Leu Ser Arg Leu Leu Ala Arg Thr Arg Lys Gin His Lys Gin His Gly 
25 100 105 110 

Ala Ala Pro Glu Cys Phe Trp Lys Tyr Cys lie 
115 120 



<210> 24 
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<211> 17 
<212> PRT 
<213> Mouse 

<223> Xaa shows pyroglutamic acid or glutamine 
<400> 24 

Xaa His Lys Gin His Gly Ala Ala Pro Glu Cys Phe Trp Lys Tyr Cys He 
5 10 15 17 

<210> 25 
<211> 51 
<212> DNA 
<213> Mouse 

<400> 25 

caacataagc aacacggggc tgccccagag tgcttctgga aatactgcat t 51 

<210> 26 

<211> 20 

<212> PRT 

<213> Rat 

<400> 26 

Thr Arg Lys Gin Arg Lys Gin His Gly Thr Ala Pro Glu Cys Phe Trp 

15 10 15 

Lys Tyr Cys He 
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<210> 27 
<211> 24 
<212> PRT 
<213> Rat 

5 

<400> 27 

Leu Leu Ala Arg Thr Arg Lys Gin Arg Lys Gin His Gly Thr Ala Pro 

15 10 15 

Glu Cys Phe Trp Lys Tyr Cys He 
10 20 24 

<210> 28 
<211> 20 
<212> PRT 
<213> Mouse 

15 

<400> 28 

Thr Arg Lys Gin His Lys Gin His Gly Ala Ala Pro Glu Cys Phe Trp 

15 10 15 

Lys Tyr Cys He 
20 20 

<210> 29 
<211> 24 
<212> PRT 
25 <213> Mouse 



<400> 29 
Leu Leu Ala 
1 



Arg Thr Arg Lys Gin His Lys Gin His Gly Ala Ala Pro 
5 10 15 
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Glu Cys Phe Trp Lys Tyr Cys He 
20 24 



<210> 30 
<211> 60 
<212> DNA 
<213> Rat 



<400> 30 

accaggaaac aacgtaagca acacgggact gccccagaat gcttctggaa gtactgcatt 60 



<210> 31 
<211> 72 
<212> DNA 
<213> Rat 



<400> 31 

cttttggcga gaaccaggaa acaacgtaag caacacggga ctgccccaga atgcttctgg 60 
aagtactgca tt 72 



<210> 32 
<211> 60 
<212> DNA 
<213> Mouse 

<400> 32 

accaggaaac aacataagca acacggggct gccccagagt gcttctggaa atactgcatt 60 



<210> 33 
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<211> 72 
<212> DNA 
<213> Mouse 

<400> 33 

ctcttggcaa gaaccaggaa acaacataag caacacgggg ctgccccaga gtgcttctgg 60 
aaatactgca tt 72 

<210> 34 
<211> 33 
<212> DNA 
<213> Human 

<400> 34 

gagactcctg attgcttctg gaaatactgt gtc 33 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP01/06899 



A. CLASSIFICATION OF SUBJECT MATTER 



C12N15/12, C07K14/47, G01N33/S0, G01N33/15, A61K31/711, A61K38/00, ASlK45/0( 
AS1K48/00, A61P25/00, A61P25/18, A61P25/20, A61P25/22, AS1P25/24, A61P43/0I 
AS1K31/4745, C07D471/04, AS1K31/4375, AG1K31/55, C07D223/1S, A61K31/402! 

to both national classification and IPC 



B. FIELDS SEARCHED 
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